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DESCRIPTION 

A P YRAZOLOP YRIMIDINE COMPOUND AND 
APROCESS FOR PREPARING THE SAME 

TECHNICAL FIELD 

This invention relates to a novel pyrazolopyrimidine compound, which has a 
small-conductance potassium channel (SK) blocking activity and is useful as a 
medicament and a method for preparing the same. 



BACKGROUND ART 

Ca 2+ -activated potassium (K) channels consist of at least three subtypes: Big- 
(BK), Intermediate- (IK) and Small-conductance K channel. These channels are 
activated by increase in intracellular Ca 2+ level. Although BK and IK channels are 

15 sensitive to changes in membrane voltage and increase in intracellular Ca 2+ level, SK 
channels are not significantly sensitive to the change in membrane voltage. Besides, 
SK channels are characterized in that the channels have a low conductance of 6 to 20 pS 
to single channel and a higher sensitivity to apamin. SK channels are present not only 
in excitable cells such as nerve cells and muscle cells but also in other kinds of cells 

20 such as liver cells or blood cells, and may be responsible for various cell functions 
including chemokine release, muscle contraction and secretion. 

Apamin is a well-known selective SK channel blocker, and it has been reported 
that this agent activates gastrointestinal peristaltic function (S. A. Waterman and M. 
Costa, J. Physiology 477, 459-468, 1994; N. Spencer et al., J. Physiology 517, 889- 

25 898, 1999), improves cognitive/acquisition deficits (S. Ikonen et al., Eur. J. Pharmacol. 
347, 13-21, 1998; C. Ghelardini et al., Br. J. Pharmacol. 123, 1079-1084, 1998) and 
decreases immobility time in mouse forced swimming test (N. Galeotti et al., Br. J. 
Pharmacol. 126, 1653-1659, 1999). Moreover, it is reported that a specific receptor for 
apamin exists in skeletal muscle cells and administration of this agent alleviates the 

30 symptoms in patients with myotonic muscle dystrophy (J. F. Renaud et al., Nature 319, 
678-680, 1986; M. L Behrens et al., Muscle & Nerve 17, 1264-1270, 1994). 
Furthermore, it was reported that mice showed abnormal respiratory responses to 
hypoxia under conditional overexpression of SK subtype (SK3) (C. T. Bond et al., 
Science 289, 1942-1946, 2000). 

35 As compounds having a SK channel-blocking activity, bis(benzimidazol) 

compounds such as l,l f -(a, a , -p-xylene)-3,3'-(a, a*-m-xylene)-bis(benzimidazolixim), 
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cyclophan compounds such as 7,18-dia2a-3,4(l,4)-dib 

acyclooctadecaphan 3 trifluoroacetate hydrate, cross-linked bisquinoline compounds 
such as 1 ,4-bis-(2-methyl-quinolin-4-yl)-[l ,4]-diazepane and compounds having a 
cyclohexane-14X 2 'H)-spiroisoquinoline moiety are disclosed in International Patent 
Publication WO00/01676, WO97/48705, the United States Patent No.5,866,562 and 
WO02/79189, respectively 

SUMMARY OF THE INVENTION 

The object of the present invention is to provide a novel pyrazolopyrimidine 
compound as a medicament having an excellent SK channel blocking activity and a 
method for preparing the same. 

The present invention relates to a pyrazolopyrimidine compound of the formula 



wherein R is 

(A) a substituted aryl group, 

(B) an optionally substituted nitrogen-containing aliphatic heteromonocyclic group, 

(C) a substituted cyclo-lower alkyl group, 

(D) an optionally substituted amino group, or 

(E) a substituted heteroaryl group, 

R 2 is (a) an optionally substituted heteroaryl group or (b) an optionally substituted aryl 
group, 

Y is a single bond, a lower alkylene group or a lower alkenylene group, 
Z is a group of the formula: -CO-, -CH 2 -, -S0 2 - or 



El: 





'CN 



Q is a lower alkylene group, and q is an integer of 0 or 1 or a pharmaceutical^ 
acceptable salt thereof. 



DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 

In case that R 1 in the compound (T| is (A) a substituted aryl group, the 
substituent may be the same or different one to three groups selected from the group 
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consisting of 

(i) a hydroxyl group; (ii) a halogen atom; (iii) a lower alkyl group; (iv) an amino group 
optionally substituted by one or two groups selected from a lower alkyl group optionally 
substituted by a hydroxyl group, a lower alkoxy-lower alkyl group, an amino-lower 
alkanoyl group optionally substituted by a group selected from a lower alkyl group, a 
lower alkoxycarbonyl group and a group of the formula: 



in which R is a lower alkyl group at the amino moiety, a (mono- or di-lower 
alkyl)amino-lower alkyl group, a (mono- or di-lower alkyl)carbamoyl group, a lower 
alkanoyl group optionally substituted by a hydroxyl group, a cyclo-lower alkylcarbonyl 
group, a lower alkoxy-lower alkanoyl group, a lower alkoxy-lower alkoxycarbonyl 
group, a cyclo-lower alkyl-lower alkyl group, a lower alkylsulfonyl group, an aryl- 
lower alkyl group optionally substituted by a (mono- or di-lower alkyl)amino group, a 
lower alkenoyl group, a thiocarbamoyl group optionally substituted by a lower alkyl 
group, a heteroarylcarbonyl group, a nitrogen-containing aliphatic heteromonocyclic 
group-substituted lower alkyl group, a nitrogen-containing aliphatic heteromonocyclic 
group-substituted lower alkanoyl group, an arylsulfonyl group optionally substituted by 
a (mono- or di-lower alkyl)amino group at the aryl moiety; a group of the formula: 



in which R is a lower alkoxy group and a nitrogen-containing aliphatic hetero- 
monocyclic group optionally substituted by a lower alkyl group, (v) a lower alkoxy 
group optionally substituted by a group selected from an amino group optionally 
substituted by a group(s) selected from a lower alkyl group and an aryl-lower alkyl 
group, a heteroaryl group optionally substituted by a lower alkyl group and a nitrogen- 
containing aliphatic heteromonocyclic group optionally substituted by a lower alkyl 
group; (vi) an amino-lower alkyl group optionally substituted by a group selected from 
a lower alkyl group optionally substituted by a hydroxyl group, a lower alkanoyl group, 
a (mono- or di-lower alkyl)amino-lower alkyl group, a (mono- or di-lower alkyl)amino- 
lower alkoxycarbonyl group, a lower alkoxy-lower alkanoyl group, a (mono- or di- 
lower alkyl)carbamoyi group, a lower alkoxy-lower alkoxycarbonyl group, a lower 
alkoxy-lower alkyl group, a cyclo-lower alkylcarbonyl group, an aryl-lower alkyl group, 



R 



31 



o 




o 
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a cyclo-lower alkyl group, a cyclo-lower alkyl-lower alkyl group, a nitrogen-containing 
aliphatic heteromonocyclic group-substituted lower alkoxycarbonyl group and a group 
of the formula: 




5 in which R is an amino group, a (mono- or di-lower alkyl)amino group or a (mono- or 
di-lower alkyl)amino-lower alkylamino group; (vii) a nitrogen-containing aliphatic 
heteromonocyclic group-substituted lower alkyl group optionally substituted by a group 
selected from a hydroxyl group, a lower alkyl group optionally substituted by a 
hydroxyl group, a lower alkoxy-lower alkyl group and a carbamoyl group; (viii) a 

10 carbamoyl group optionally substituted by a group selected from a lower alkyl group, a 
(mono- or di-lower alkyl)amino-lower alkyl group, a heteroaryl group-substituted lower 
alkyl group and a nitrogen-containing aliphatic heteromonocyclic group-substituted 
lower alkyl group; (ix) a nitrogen-containing aliphatic heteromonocyclic group 
optionally substituted by a lower alkyl group (said nitrogen-containing aliphatic 

15 heteromonocyclic group may bond to the aryl moiety via an oxygen atom); (x) a nitro 
group; (xi) a cyclo-lower alkyloxy group optionally substituted by a (mono- or di-lower 
alkyl)amino group; (xii) a lower alkenyl group optionally substituted by a group 
selected from a (mono- or di-lower alkyl) amino group and a nitrogen-containing 
aliphatic heteromonocyclic group; (xiii) a lower alkynyl group optionally substituted by 

20 a group(s) selected from a (mono- or di-lower alkyl)amino group and a nitrogen- 
containing aliphatic heteromonocyclic group; (xiv) a lower alkylthio group optionally 
substituted by a (mono- or di-lower alkyl)amino group; and (xv) a cyclo-lower alkyl- 
lower alkoxy group optionally substituted by a (mono- or di-lower alkyl)amino group at 
the cyclo-lower alkyl moiety. 

25 In case that R 1 in the compound [I\ is (B) an optionally substituted nitrogen- 

containing aliphatic heteromonocyclic group, the substituent may be the group(s) 
selected from a lower alkyl group, a nitrogen-containing aliphatic heteromonocyclic 
group-substituted lower alkanoyl group, a (mono- or di-lower alkyl)amino-lower 
alkanoyl group, a lower alkoxy-lower alkyl group, a (mono- or di-lower alkyl)amino- 

30 lower alkyl group, a cyclo-lower alkyl group, a heteroaryl group, a nitrogen-containing 
aliphatic heteromonocyclic group optionally containing one or more double bond in the 
ring and optionally substituted by a group(s) selected from a lower alkyl group, a lower 
alkoxy-lower alkyl group, a carbamoyl group and a lower alkanoyl-amino group and an 
amino group optionally substituted by a group(s) selected from a lower alkyl group, a 
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(mono- or di-lower alkyl)amino group, a cyclo-lower alkyl-carbonyl group, a lower 
alkenoyl group, a heteroarylcarbonyl group, a lower alkoxy-lower alkyl group, a lower 
alkanoyl group and a nitrogen-containing aliphatic heteromonocyclic group. 

In case that R 1 in the compound [I] is (C) a substituted cyclo-lower alkyl group, 

5 the substituent may be a group(s) selected from a group consisting of (i) an amino group 
optionally substituted by a group selected from a lower alkyl group, a (mono- or di- 
lower alkyl)amino-lower alkanoyl group, a nitrogen-containing aliphatic 
heteromonocyclic group-substituted lower alkanoyl group, a (mono- or di-lower 
alkyl)amino-lower alkyl group, a lower alkanoyl group, a cyclo-lower alkylcarbonyl 

10 group, a lower alkenoyl group, a heteroarylcarbonyl group, an arylcarbonyl group 
optionally substituted by a halogen atom(s), a lower alkyl-thiocarbamoyl group, a lower 
alkoxycarbonyl group, a cyclo-lower alkyl group, a group of the formula: 



in which R 34 is a (mono-or di-lower alkyl)amino group, a cyclo-lower alkyl-lower alkyl 
15 group and a lower alkylsulfonyl group; (ii) an amino-lower alkyl group optionally 
substituted by a group selected from a lower alkyl group optionally substituted by a 
hydroxyl group, a (mono- or di-lower alkyl)amino-lower alkanoyl group, a nitrogen- 
containing aliphatic heteromonocyclic group-substituted lower alkanoyl group, a 
nitrogen-containing aliphatic heteromonocyclic group-substituted lower alkyl group, a 
20 (mono- or di-lower alkyl)amino-lower alkyl group, a heteroaryl group-substituted lower 
alkyl group, a lower alkoxy-lower alkyl group, a lower alkanoyl group, a hetero- 
arylcarbonyl group (the heteroaryl moiety of said group is optionally substituted by a 
lower alkyl group), a cyclo-lower alkylcarbonyl group, an aryl-lower alkyl group, a 
cyclo-lower alkyl group, a cyclo-lower alkyl-lower alkyl group, a lower alkylsulfonyl 
25 group, a lower alkoxycarbonyl group, a mono- or di-lower alkylcarbamoyl group and an 
arylcarbonyl group optionally substituted by a group(s) selected from a halogen atom 
and a lower alkoxy group, a lower alkoxy-lower alkanoyl group and a lower alkanoyl 
group; (iii) a nitrogen-containing aliphatic heteromonocyclic group optionally 
substituted by a group(s) selected from a hydroxyl group, a lower alkyl group, a lower 
30 alkanoyl group and a lower alkoxy-lower alkyl group; (iv) a nitrogen-containing 
aliphatic heteromonocyclic group-substituted lower alkyl group (said nitrogen- 
containing aliphatic heteromonocyclic group is optionally fused to a benzene ring and 
optionally substituted by a group selected from a lower alkyl group, a carbamoyl (or 
thiocarbamoyl) group, a hydroxyl group, a lower alkoxy-lower alkyl group, a lower 
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alkanoyl group and a (mono- or di-lower alkyl)amino group); (v) a mono- or di-lower 
alkylamino-lower alkoxy group; and (vi) a carbamoyl group optionally substituted by a 
group(s) selected from a mtrogen-containing aliphatic heteromonocyclic group- 
substituted lower alkyl group optionally substituted by a lower alkyl group, a (mono- or 
di-lower alkyl)amino group and a lower alkyl group. 

In case that R 1 in the compound [I] is (D) an optionally substituted amino 
group, the substituent may be a lower alkyl group. 

In case that R 1 in the compound [I] is (E) a substituted heteroaryl group, the 
substituent may be a group(s) selected from (i) an amino-lower alkyl group optionally 
substituted by a group(s) selected from a lower alkyl group and a lower alkoxy-lower 
alkyl group; (ii) an amino group optionally substituted by a group selected from a cyclo- 
lower alkylcarbonyl group, a (mono- or di-lower alkyl)amino-lower alkyl group, a 
lower alkanoyl group, a lower alkenoyl group, a (mono- or di-lower alkyl)thio- 
carbamoyl group, a (mono- or di-lower alkyl)carbamoyl group and a lower alkyl group; 
(iii) a carbamoyl group optionally substituted by a group selected from a lower alkyl 
group, a mfrogen-containing aliphatic heteromonocyclic group-substituted lower alkyl 
group and a (mono- or di-lower alkyl)amino-lower alkyl group; (iv) a lower alkyl group 
optionally substituted by a halogen atom(s); (v) a (mono- or di-lower alkyl)amino-lower 
alkoxy group; (vi) an oxo group; and (vii) a group of the formula: 




wherein ring A is a mfrogen-containing aliphatic heteromonocyclic group optionally 
substituted by a lower alkyl group and optionally fused to a benzene ring, Y* is a single 
bond, a lower alkylene group or a lower alkenylene group and p is an integer of 0 or 1. 

In case mat R 2 in the compound \T\ is (a) an optionally substituted heteroaryl 
group, the substituent may be the same or different one to three groups selected from a 
lower alkyl group, a lower alkoxy group and a (mono- or di-lower alkyl)amino group. 
In case that R 2 in the compound [I] is (b) an optionally substituted aryl group, the 
substituent may be the same or different one to three groups selected from a lower alkyl 
group, a halogen atom, a halogeno-lower alkoxy group, a (mono- or di-lower 
alkyl)amino group, a lower alkoxy group, a nitro group, a lower alkoxy-lower alkyl 
group, a hydroxyl group, a lower alkanoyl group and a lower alkoxycarbonyl group. 

Examples of the aryl group in R 1 and R 2 include a 6- to 10-membered, mono- 
or bi-cyclic aryl group such as a phenyl group and a naphthyl group. 
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Examples of the nitrogen-containing aliphatic heteromonocyclic group in R 1 
and R 2 include a 4- to 8-membered (preferably 5- or 6-membered) nitrogen-containing 
aliphatic heteromonocyclic group (said cyclic group optionally contain one or more 
double bond in the ring) such as an azetidinyl group, a pyrrolidinyl group, an 
5 imidazohdinyl group, a pyrazolidinyl group, a piperidyl group, a piperazinyl group, an 
azepinyl group, a diazepinyl group, an azeocinyl group, a diazeocinyl group, a 3- 
pyrrolinyl group or a morpholinyl group. 

Examples of the heteroaryl group in R 1 and R 2 include a 5- to 14-membered 
(preferably 5- to 10-membered) mono- or bi-cyclic heteroaryl group having at least one 
10 heteroatom selected from nitrogen atom, sulfur atom and oxygen atom. Such 
heteroaryl group may be a nitrogen-containing heteroaryl group selected from a pyrrolyl 
group, an imidazolyl group, a pyrazolyl group, an oxazolyl group, a thiazolyl group, an 
isothiazolyl group, an isoxazolyl group, a pyridyl group, a dihydropyridyl group, a 
pyrazinyl group, a pyrmiidinyl group, a tetrahydropyrinudinyl group, a furopyrmudinyl 
1 5 group, a pyridazinyl group, an imidazolidinyl group, an indolyl group, a quinolyl group, 
an isoquinolyl group, a purinyl group, a lH-indazolyl group, a quinazolinyl group, a 
cinnolinyl group, a quinoxalinyl group, a phthalazinyl group and a pteridinyl group or 
an oxygen- or sulfur-containing heteroaryl group selected from a furyl group, a pyranyl 
group, athienyl group, abenzofuryl group and a benzothienyl group. 
20 Examples of the lower alkylene group and the lower alkenylene group in Y 

includes an alkylene group having one to eight carbon atoms (e.g., methylene group, 
ethylene group or propylene group) and an alkenylene group having two to eight carbon 
atoms (e.g., vinylene group or propenylene group), respectively. 

Among the objective compounds [J] of the present invention, preferred 
25 examples are (1) those in which Y is a single bond, a lower alkylene group or a lower 
alkenylene group, Z is -CO-, R 2 is a phenyl group substituted by a group selected from a 
lower alkyl group, a lower alkoxy group and a halogen atom, a lower alkoxy-substituted 
heteroaryl group or a lower alkyl-substituted heteroaryl group and q is an integer of 0, 
or (2) those in which Y is a single bond, Z is -CH 2 -, R 2 is a lower alkoxyphenyl group 
30 and q is an integer of 0. 

Among the objective compounds [T| of the present invention, more preferred 
examples are those in which R 1 is (a) a phenyl group substituted by a group selected 
from (i) a lower alkoxy group substituted by a group selected from a (mono- or di-lower 
alkyl)amino group and a nitrogen-containing aliphatic heteromonocyclic group, (ii) a 
35 lower alkyl group substituted by a group selected from a (mono- or di-lower alkyl)- 
amino group and a nitrogen-containing aliphatic heteromonocyclic group, and (iii) an 
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amino group substituted by a group selected from a lower alkyl group, a cyclo-lower 
alkylcarbonyl group, a (mono- or di-lower alkyl)amino-lower alkyl group, a lower 
alkoxy-lower alkoxycarbonyl group, a nitrogen-containing aliphatic heteromonocyclic 
group-substituted lower alkyl group, a lower alkanoyl group and a lower alkenoyl 
5 group, (b) a cyclo-lower alkyl group substituted by a group selected from (i) an amino- 
lower alkyl group optionally substituted by a group selected from a lower alkyl group, a 
hydroxy-lower alkyl group, a (mono- or di-lower alkyl)amino-lower alkyl group, a 
lower alkanoyl group, a cyclo-lower alkylcarbonyl group and a lower alkoxy-lower 
alkyl group; (ii) a nitrogen-containing aliphatic heteromonocyclic group optionally 
10 substituted by a hydroxyl group; and (hi) an amino group substituted by a group 
selected from a lower alkyl group, a cyclo-lower alkylcarbonyl group, a (mono- or di- 
lower alkyl)amino-lower alkyl group, a lower alkanoyl group, a heteroarylcarbonyl 
group, a lower alkylsulfonyl group and a lower alkyl-thiocarbamoyl group, or (c) a 
mtrogen-containing aliphatic heteromonocyclic group substituted by a group selected 
15 from (i) a lower alkyl group, (ii) an amino group optionally substituted by a group 
selected from a lower alkyl group, a (mono- or di-lower alkyl)amino-lower alkyl group 
and a cyclo-lower alkylcarbonyl group and (hi) a nitrogen-containing aliphatic 
heteromonocyclic group substituted by a lower alkyl group, R 2 is a phenyl group 
substituted by a group selected from a halogen atom and a lower alkoxy group, a lower 
20 alkyl group-substituted heteroaryl group or a lower alkoxy-substituted heteroaryl group 
and Q is methylene group. 

Among the more preferred compounds [I] mentioned above, further preferred 
compound are those in which the group of the formula: ^-(OVY-Z- is a 4-(mono- or 
di-lower alkylamino-lower alkyl)benzoyl group; a 4-(pyrrolidino-lower alkyl)benzoyl 
25 group; a 4-(di-lower alkylamino-lower alkoxy)benzoyl group; a 3-(di-lower alkylamino- 
lower alkoxy)-4-(di-lower alkylamino-lower alkoxy)benzoyl group; a 4-(piperidino- 
lower alkoxy)benzoyl group; a 4-[N-lower alkyl-N-(di-lower alkylamino-lower alkyl)- 
amino]benzoyl group; a 4-[N-lower alkanoyl-N-(di-lower alkylamino-lower alkyl)- 
amino]benzoyl group; a 4-[N-lower alkenoyl-N-(di-lower alkylamino-lower alkyl)- 
30 amino]benzoyl group; a 4-[N-(cyclo-lower alkylcarbonyl)-N-(di-lower alkylamino- 
lower alkyl)amino]benzoyl group; a 4-[N-(lower alkoxy-lower alkoxycarbonyl)-N-(di- 
lower alkylamino-lower alkyl)amino]b enzoyl group; a 4-[N-lower alkanoyl-N- 
(pyrrohdino-lower alkyl)amino]benzoyl group; a [l-(lower alkyl)piperidin-4-yl]- 
carbonyl group; a 4-[N-lower alkyl-N-(di-lower alkylamino-lower alkyl)amino]- 
35 piperidinocarbonyl group; a 4-[N-(cyclo-lower alkylcarbonyl)-N-(di-lower alkylamino- 
lower alkyl)amino]- piperidinocarbonyl group; a 4-[4-(di-lower alkyl)piperidino]- 
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piperidinocarbonyl group; a [1 -(lower alkyl)piperidin-4-yl]lower alkanoyl group; a [1- 
(lower alkyl)piperidin-4-yl]lower alkenoyl group; a 4-(di-lower alkylamino-lower 
alkyl)cyclohexylcarbonyl group; a 4-(mono- or di-lower alkylamino)cyclohexyl- 
carbonyl group; a 4-[N-lower alkanoyl-N-(di-lower alkylamino-lower alkyl)amino]- 
cyclohexylcarbonyl group; a 4-[N-lower alkenoyl-N-(di-lower alkylamino-lower alkyl)- 
aminQ]cyclohexylcarbonyl group; a 4-[N-heteroarylcarbonyl-N-(di-lower alkylamino- 
lower alkyl)amino]cyclohexyl-cafbonyl group; a 4-[N-lower alkylthiocarbamoyl-N-(di- 
lower alkylamino-lower alkyl)amino]cyclohexylcarbonyl group; a 4-[N-(di-lower 
alkylamino-lower alkyl)-N-(lower alkylsulfonyl)amino]cyclohexylcarbonyl group; a 4- 
[[N-lower alkyl-N-(hydroxy-lower alkyl)amino]lower alkyl]cyclohexylcarbonyl group; 
a 4-[[N-lower alkyl-N-(lower alkoxy-lower alkyl)amino]lower alkyl]cyclohexyl- 
carbonyl group; a 4-[[N-lower alkanoyl-N-(di-lower alkylamino-lower alkyl)amino> 
lower alkyl]cyclohexylcarbonyl group; a 4-[[N-(cyclo-lower alkylcarbonyl)-N-(di-lower 
alkylamino-lower alkyl)amino]lower alkyl]cyclohexylcarbonyl group; a 4-(pyrrolidino)- 
cyclohexylcarbonyl group; a 4-(hydroxypyrrolidino)cyclohexylcarbonyl group; or a 4- 
(piperidino)cyclohexylcarbonyl group, and R 2 is a phenyl group substituted by one or 
two groups selected from an ethoxy group and a fluorine atom, an ethoxypyridyl group, 
a propylpyridyl group or a propylthiazolyl group. 

Among the further preferred compounds [I] of the present invention mentioned 
above, particularly preferred examples are those in which R2 is 3-ethoxyphenyl group, 
6-propylpyridin-2-yl group, 6-ethoxypyridin-2-yl group, 2-propyH ,3-thiazol-4-yl 
group or 3-ethoxy-2-fluorophenyl group. 

The concrete examples of the particularly preferred compound include 
l-(3-ethoxybenzyl)-4-[4-[4-[2-(dm^ 
pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxyben2yl)-4-[4-[4-[2-(l-piperidyl)e1hoxy]benzoyl]piperazin-l-yl] 

pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)-4-[4-[4-(dime 

pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)-4-[4-[4-(diethylaminomethyl)benzoyl]p 
[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)-4-[4-[4-(l-pyro^ 

pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)-4-[4-[4-|^ 

amino]benzoyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyi^dine; 
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l-(3-ethoxybenzylM-[4-[4-|TNr-[(2-m^ 

ethyl]amino]benzoyl]piperazin-l-ylH 

l-(3-etiioxybenzylM-[4-[4-|>r-isobutyW 

piperazin-l-yl]-lH-pyrazolo[3,4^]pyriiiiidine; 

l-(3-ethoxybenzylM-[4-[(l-propylpiperi^ 

pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)^[4-[3-(l-isopropylpiperi<^^yl)propionyl]piperazin-l-yl]-lH- 
pyrazolo[3,4-d]pyrimidine; 

l-(3-e1iioxybenzyl)-4-[4-[[trans^(dimethylaminomethyl)cyclohex 
piperazin-l-yl]-lH-pyrazolo[3,4^]pyrimidine; 

l-(3-ethoxyben2yl)^-[4-[[trans^(l-pyrrolidinyl)cyclohexyl]carbonyl]pipera^ 
lH-pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxyben2yl)-4-[4^(E)-3-(l-isopropylpiperidin^yl)acryloyl]piperazin-l^ 
pyrazolo[3 ,4-d]pyrimidine; 

l-(3-ethoxyben2yl)^-[4-[4-[3-(dimethylainino)-2,2-dimetbylpropyloxy]be 

piperazin-l-yl]-lH-pyrazolo[3Ad]pyriinidine; 

l-[(6-propylpyridin-2-yl)methyl]-4-[4-[4-[3-(dimethylainino)-2,2-dm 

benzoyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyiimidine; 

l-(3-e1hoxybenzyl)-4<4-[4-|TNr-ace1yl-^ 

piperazin-l-yl]-lH-pyrazolo[3,4^]pyrimidkie; 

l-(3-e1b.oxybenzyl)^-[4-[4-[>r-acetyl-N-[2-(dimethylamino)e& 

piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)^[4-[4<ethylam^ 

[3,4-d]pyrimidiae; 

l-(3-ethoxybenzylH-[4-[(trans-4-pi^^ 
pyrazolo[3,4^]pyriinidine; 

1 -(3-ethoxybenzyl)-4-[4-[[trans-4-((3S)-3-hydroxy- 1 -pyrrolidinyl)cyclohexyl]- 

carbonyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

l-(3-dhoxybenzylM-[4-[[trans^-[^ 

hexyl]carbonyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyriiiudine; 
l-(3-ethoxybenzyl)-4-[4^[tram^IN-(2-fe^ 
cyclohexyl]carbonyl]pipera2in-l-yl]-lH-pyrazolo[3,4-d]pyriM 
l-(3-ethoxybenzylH-[4-[[trans-4^ 

cyclohexyl]c^bonyl]pipera2an-l-yl]-lH-pyrazolo[3,4-d]pyrimidm^ 

l-(3-ethoxybenzyl)^[4-[[tnms-4-|>r^ 

ethyl]amino]c^clohexyl]caibonyl]p^ 
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l-[(2-propyl-13-tMazol-4-yl)m^ 
ethyl]ammo]benzoyl]piperaz^ 

l-[(6-ethoxypyridin-2-yl)methyl]^-[4-[[trans-4-(l-pyrrolidinyl)cyclohex 

piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

l-[(6-propylpyridin-2-yl)methyl]^ 

piperazin-1- yl]-lH-pyraolo[3,4-d]pyrimdiiie; 

l-[(6-propylpyridin-2-yl)methy^^^ 

carbonyl]piperazin-l-yl]-lH-pyra2»lo[3,4-d]pyramdin 

l-[(6-propylpyridin-2-yl)metiiyl>^^ 

aminomethyl]cyclohexyl]carbonylfr^^ 

l-[(2-propyl-l>thiazol-4-yl)methyl]^ 

propyloxylbenzoyllpiperazin-l-yll-lH-pyrazoloCS^dlpyrimidine; 

l-[(6-propylpyridin-2-yl)methylH-[4-[[^^ 

piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

l-[(2-propyl-l,3-lMa2»l^-yl)methyl]-4<4-[[trans-4-(<Hpropylainino)cyclohex 
carbonyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyriinidine; 

l-[(6-propylpyridin-2-yl)methyl]^[4-[[trans^^l-piperidyl)cyclohexyl]carbonyl]^ 
piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

l-[(6-ethoxypyridin-2-yl)methyl]^[4-[[tram-4-(l-piperidyl)cyclohexyl]carbonyl]- 

piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

l-[(2-propyl-13-tMazol-4-yl)methy^^ 

piperazin-l-yl]-lH-pyrazolo[3,4^]pyrimidine; 

l-(3-ethoxybenzylM-[4-[[trans-4-(^ 

lH-pyrazolo[3,4-d]pyrimidine; 

l-(3-ethoxybenzyl)-4-[4-[3-[2Kdusopropylai^ 

(dimethyl)propyloxy]ben2»yl]p^ 

l-(3-ethoxybei^l)^-[4-[4-|>T-(cyclopropanecarbonyl)-N-[2-(dimethylamino)^^ 
amino]piperidinoc^bonyl]pipea^n-l-y^ 

l-(3-ethoxybenzyl)^-[4-[4-(33-dimethylpipei^ino)piperidinocarbonyl]pipCT 

yl]-lH- pyraolo[3,4^]pyrimidine; 
l-(3-ethoxybenzyl)^-[4-[4-|N-ethyl-N-[2-(dimetbylainin 
caibonyl]pipera2dn-l-yl]-lH-pyrazolo[3,4-d]pyrinudine; 
l-[(6-propylpyridin-2-yl)methyl]-^^ 

cyclohexyl]caibonyl]piperazin-l-yl]-lH-pyrazolo[3,4^]pyrimidine; 

H(6-propylpyridm-2-yl)methyl]^[4^ 

amino]me1hyl]cyclohexyl]carbonyl]pipCT^ 
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l-[(6-ethoxypyridm-2-y^ 

amino]methyl]cyclohexyl]caA^ 

l-(3-ethoxybenzylM44-[[tr^^ 

cyclohexyl]carbonyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyr^ 

l-[(2-propyl-l>thiazol-4-yl)me 

ethyl]amino]methyl]cyclohexy^ 

pyrimidine; 

l-(3~ethoxybenzylM-[4-[[tran^ 
cyclohexyl]carbonyl]piperazin-^^^ 
l-[(6-propylpyridin-2-yl)met^ 
(methanesulfonyl)aiiiino]cyclohexyl]carbonyl]piperazin 

pyrimidine; 

l-[(6-ethoxypyridm-2-yl)m^ 

(methanesulfonyl)amino]cyclohexyl]carbonyl]piperazin- 1 -yl]-lH-pyrazolo[3,4- 
d]pyrimidine; 

l-[(2-propyl-13-ttaazol-4-yl)m^ 

(metiianesulfonyl)amm^^ 

pyrimidine; 

l-[(6-propylpyridin-2-yl)me1^ 

pivaloylamino]methyl]cycloh^^ 

pyrimidine; 

l-[(6-propylpyridin-2-yl)met^^ 

(dimethylaiiiino)ethyl]amino]methyl]cyclohexyl]caibo 

[3,4-d]pyrimidine; 

l-(3-ethoxybenzylM-[44[fr^ 

cyclohexyl]carbonyl]pipera2±^ 

l-(3-ethoxy-2-fluoroben2yl)-44^ 

piperazin- l-yl]-lH-pyrazolo[3,4-d]pyrinaidine; 

l-(3-ethoxy-2-fluorobenzyty^ 

methyl]cyclohexyl]carbonyl]pipera^ 

l-(3-ethoxy-2-fluorobenzylM^ 

pyrazolo[3 ,4-d]pyrimidine; 

1 -(3-ethoxy-2-fluorobenzylM-[^ 

benzoyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine; 

or a pharmaceutically acceptable salt thereof 
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When the compound [I\ of the present invention has an asymmetric carbon 
atom(s) at the substituent in R 1 and/or R 2 , it may exist in the form of a stereoisomer 
thereof (diastereoisomers, optical isomers) owing to said asymmetric carbon atom(s) 
thereof, and the present invention also includes these stereoisomers and a mixture 
thereof. 

A compound [T| of the present invention or a pharmaceutically acceptable salt 
thereof shows a significant antagonizing activity against apamin, which is known as a 
selective SK channel blocker, in a competitive binding assay. For example, as a result 
of the assay conducted in the same manner as described in WO02/079189 (Experiment 
1), a compound of the present invention, l-(3-ethoxyben2yl)-4-[4-[4-[N-(cyclopropyl- 
carbonyl)-N-[2-(dimethylam 

d]pyrimidine, showed an excellent apamin-binding inhibitory activity (IC 5 o: 0.05 pM). 
Therefore, the compound [l\ or a pharmaceutically acceptable salt thereof is useful as a 
SK channel blocker which is applicable to treatment and/or prophylaxis of SK-channel- 
related diseases such as gastrointestinal motility disorders (e.g., constipation, irritable 
bowel syndrome, gastoroesophageal reflux disease, post-operative ileus), central 
nervous system disorders (e.g., memory and learning disorders including Arzheimer's 
disease, depression), emotional disorders, myotonic muscular dystrophy or sleep apnea. 

Moreover, the compound of the present invention shows a low toxicity and are 
safe as medicaments. 

The compound [I\ of the present invention can be clinically used either in the 
free form or in the form of a pharmaceutically acceptable salt thereof. The 
pharmaceutically acceptable salt of the compound [I] includes a salt with an inorganic 
acid such as hydrochloride, sulfate, phosphate or hydrobromide, or a salt with an 
organic acid such as oxalate, citrate, methanesulfonate, benzenesulfonate, tosylate or 
maleate. Besides, when the compound [T| of the present invention has a carboxyl 
group(s) and the like in its molecule, examples of the pharmaceutically acceptable salt 
include, salts with a base such as alkaline metal (e.g., sodium salt, potassium salt), or 
alkaline earth metal (e.g., calcium salt). 

The compound [I], a salt thereof, or its intermediate or a salt thereof includes 
either intramolecular salt or an additive thereof, and solvates or hydrates thereof. 

The present compound [I\ or a pharmaceutically acceptable salt thereof can be 
administered either orally or parenterally, and can be formulated into a conventional 
pharmaceutical preparation such as tablets, granules, fine granules, capsules, powders, 
injections or inhalants. 
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The dose of the compound [I] of the present invention or a pharmaceutically 
acceptable salt thereof may vary in accordance with the administration routes, and the 
ages, weights and conditions of the patients. For example, when administered in an 
injection preparation, it is usually in the range of about 0.0001 to 1 mg/kg/day, 
preferably in the range of about 0.001 to 0. 1 mg/kg/day. When administered in an oral 
preparation, it is usually in the range of about 0.001 to 100 mg/kg/day, preferably in the 
range of 0.01 to 10 mg/kg/day. 

BEST MODE FOR CARRYING OUT THE INVENTION 

The pyrazolopyrimidine compound [I] of the present invention may be 
prepared by the following manners. 
Process A: 

Among the compounds [I] of the present invention, the compound of the 
following formula [I-A]: 

N=v 



HN^JSMxN 



r^-z^nhT n 1 1 _ a] 

vv r2 

wherein Z a is a group of the formula: -CO-, -S0 2 - or =C=N-CN and other symbols are 
the same as defined above, can be prepared by reacting a compound of the formula [II]: 

N= 

wherein the symbols are the same as defined above or a salt thereof with a compound of 
the formula [DO]: 
R^O) q -Y-Z a -OR 3 [HI] 

wherein R 3 is a hydrogen atom, a lower alkyl group or benzyl group and other symbols 
are the same as defined above or a salt thereof. 

When R 3 is a hydrogen atom, the above-mentioned reaction can be carried out 
in a solvent in the presence of a condensing agent, and in the presence or absence of an 
activating agent and a base. Examples of the solvent include any solvent which does 
not disturb the reaction, such as methylene chloride, chloroform, N,N- 
dimethylformaide, N,N-dimethylacetamide, tetrahydrofuran, dioxane, toluene, benzene, 
1,2-dichloroethane, l-methyl-2-pyrrolidinone, 1,2-dimethoxyethane and the like. 
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The condensing agent includes, for example, dicyclohexylcarbodiimide (DCC), 
l-ethyl-3-(3-dimethylaminopropyl)carbodiimide • hydrochloride (WSC • HC1), 
diphenyl-phosphoryl azide (DPPA), carbonyldiimidazole (CDI), diethylcyano- 
phosphonate (DEPC), diisopropylcarbodiimide (DIPCI), benzotriazol-l-yloxy- 
5 trispyrrolidinophosphonium hexafluorophosphate (PyBOP), carbonylditriazole, N- 
cyclohexylcarbodiiimde-^ (PS-carbodiimide), N-ethoxy- 

carbonyl-2-ethoxy-l>dihydroquinoline (EEDQ), 2-(7-azabenzotriazol-l-yl)-l, 1,3,3- 
tetramethyluronium hexafluorophosphate (HATU), 2-(lH-benzotriazol-l-yl-l, 1,3,3- 
tetramethyluronium (HBTU), bromotrispyrrolidinophosphonium hexafluorophosphate 
10 (PyBroP), 2-(lH-benzotriazol-l-yl)-l,l ,3,3-tetramethyluronium tetrafluoroborate 
(TBTU), chloro-1 ,1,3,3-tetramethyluronium chloroantimonate (ACTU) and the like. 

Examples of the activating agent include 1-hydroxybenzotriazole (HOBt), 1- 
hydroxysuccinimide (HOSu), dimethylaminopyridine (DMAP), l-hydroxy-7- 
azabenzotriazole (HOAt), hydroxyphthalimide (HOPht), pentafluorophenol (Pfp-OH), 
15 1 -hydroxybenzotriazole-6-siilfonamidomethylpolystylene (PS-HOBt) and the like. 

The base includes, for example, pyridine, triethylamine, diisopropylethylamine, 
4-methylmorpholine, l,8-diazabicyclo[5,4,0]-7-undecene (DBU) and the like. 

In the above-mentioned process, the compound [U] can be used in an amount 
of 0.3 to 10 moles, preferably 0.5 to 2 moles per mole of the compound [IE]. The 
20 condensing agent can be used in an amount of 1 to 10 moles, preferably 1 .5 to 4 moles 
per one mole of the compound [EL] or [HI]. The base can be used in an amount of 1 to 
10 moles, preferably 2 to 4 moles per one mole of the compound [II] or [HI]. The 
activating agent can be used in an amount of 1 to 10 moles, preferably 1.5 to 4 moles 
per one mole of the compound [II] or [ID]. The reaction can be carried out at -20 to 
25 80°C, preferably 0 to 30°C. 

Concomitantly, when R 3 in the compound [EI] is hydrogen atom, the reaction 
process A to prepare the compound [I-A] can be carried out by converting the 
compound to a reactive derivative at the carboxyl group and the like (e.g., an acid 
halide, a mixed acid anhydride) and reacting the reactive derivative with the compound 
30 [II] in the presence of the base in the solvent or without solvent. 

When R 3 in the compound [HI] is a lower alkyl group or a benzyl group, the 
reaction process A can be also carried out by converting the compound to a 
corresponding carboxylic acid (sulfonic acid or imino acid) compound by a 
conventional method such as hydrolysis, acidolysis using hydrochloric acid, formic 
35 acid, trifluoroacetic acid and the like or hydrogenation and reacting the carboxylic acid 
compound with the compound [II] by the above-mentioned method. 
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Furthermore, when R 3 in the compound [HI] is a lower alkyl group or a benzyl 
group, the reaction process A can be also carried out by directly reacting the ester 
compound [II] with the compound [HI] in the presence of a base in a solvent or without 
solvent The solvent includes any solvent which does not disturb the reaction, such as 
methylene chloride, chloroform, N,N-dimethylfonnamide, N,N-dimethylacetamide, 
tetrahydrofuran, dioxane, toluene, benzene, 1,2-dichloroethane, l-methyl-2- 
pyrrolidinone, methanol, ethanol, isopropanol and the like. The base includes, for 
example, triethylamine, diisopropylethylamine, 4-methylmorpholine, 1,8-diazabicyclo- 
[5,4,0]undecene (DBU), dimethylaminopyridine (DMAP) and the like. 

In the above-mentioned process, the compound [111] can be used in an amount 
of 0.3 to 10 moles, preferably 0.5 to 2 moles per mole of the compound [II]. The base 
can be used in an amount of 1 to 10 moles, preferably 1 to 4 moles per one mole of the 
compound [II] or [HI]. The reaction can be carried out at 25 to 150°C, preferably 60 to 
100°C. 



Among the compounds [I\ of the present invention, the compound in which Z 
is -CH 2 - of the following formula [I-B]: 



wherein the symbols are the same as defined above, can be prepared by reacting a 
compound [II] or a salt thereof with an aldehyde compound (a lower alkanal or an aryl- 
lower alkanal) of the formula [IV]: 



wherein the symbols are the same as defined above in the presence of a reducing agent 
in a solvent. 

The solvent includes any solvent which does not disturb the reaction, such as 
methylene chloride, chloroform, 1,2-dichloroethane, N,N-dimethylfonnamide, N,N- 
dimethylacetamide, l-methyl-2-pyrrolidinone, tetrahydrofuran, 1,2-dimethoxyethane, 
dioxane, toluene, benzene, methanol, ethanol, isopropanol, acetic acid and the like. 
The reducing agent includes, for example, macroporous triethylammoniummethyl- 
polystylene cyanoborohydride (MP-Cyanoborohydride), sodium borohydride, sodium 
triacetoxyborohydride, sodium cyanoborohydride and the like. The reducing agent can 
be used in an amount of 1 to 10 moles, preferably 1 to 4 moles per one mole of the 
compound The reaction can be carried out at -20 to 100°C, preferably 0 to 40°C. 



Process B: 




[I-B] 



(0) q -Y-CHO 



[IV] 
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Process C: 

Among the compounds [T| of the present invention, the compound of the 
formula [I-C]: 



vv r2 

5 wherein R 11 is an amino group optionally substituted by a group selected from a lower 
alkyl group, a (mono- or di-lower alkyl)amino-lower alkyl group and a nitrogen- 
containing aliphatic heteromonocyclic group-substituted lower alkyl group, Z a is a 
group of the formula: -CO-, -S0 2 - or =C=N-CN and other symbols are the same as 
defined above, can be prepared by reacting a carboxyhc acid compound of the formula 

10 




/ — \ N = 
*/±J— Z a -N N— (\ N 

hooc^ w yj( m 

vv r2 

wherein the symbols are the same as defined above or a salt thereof with an amine 
compound of the formula [VI] : 
R n -H [VT| 

1 5 wherein R 11 is the same as defined above or a salt thereof. The reaction can be carried 
out in a solvent in the presence of a condensing agent and in the presence or absence of 
an activating agent and a base. Examples of the solvent, condensing agent, activating 
agent and base include those as exemplified in the Process A. 

The compound [V] can be used in an amount of 0.5 to 3 moles, preferably 1 to 

20 2 moles per one mole of the compound [VI]. The condensing agent can be used in an 
amount of 1 to 10 moles, preferably 1.5 to 4 moles per one mole of the compound [V] 
or [VI]. The base can be used in an amount of 1 to 10 moles, preferably 2 to 4 moles 
per one mole of the compound [V] or [VI]. The activating agent can be used in an 
amount of 1 to 10 moles, preferably 1.5 to 4 moles per one mole of the compound [V] 

25 or [VT|. The reaction can be carried out at -20 to 80°C, preferably 0 to 30°C. 
Process D: 

Among the compounds (T| of the present invention, the compound of the 
formula [I-D]: 
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K / — s, N=\ 

f^J<f 2 [I-D] 
V N -Q R 

wherein R 12 is an optionally substituted nitrogen-containing aliphatic heteromonocyclic 
group or an optionally substituted amino group and other symbols are the same as 
defined above can be prepared by reacting a compound of the formula [VII]: 

W 2 / — \ N=\ 



[vn] 



^ .N.^R 2 
N Q 



wherein W 2 is a reactive residue and other symbols are the same as defined above with a 
compound of the formula [VJllJ: 

Rl JT)m [vm] 

wherein the symbol is the same as defined above or a salt thereof, or 
1 0 reacting a compound of the formula [II] : 

/-^ N=\ 

v%- r2 

wherein the symbols are the same as defined above or a salt thereof with a compound of 
the formula [IX]: 

w >-O rU ™ 

o N — / 

1 5 wherein the symbol is the same as defined above. 

The reaction for preparing the compound [I-D] from the compound [VII] and 
[VIII] or the compound [II] and [DC] can be carried out in a solvent in the presence of a 
base. The solvent includes any solvent which does not disturb the reaction, such as 
chloroform, methylene chloride, 1,2-dichloroethane, tetrahydrofuran, dioxane, ethyl 

20 acetate, N,N-dimethylformamide, N,N-dimethylacetamide, l-methyl-2-pyrrolidinone, 
dmethylsulfoxide, toluene and the like. The base includes, for example, triethyl- 
amine, diisopropylethylamine, N-methylmorpholine, pyridine and the like. The 
compound [Vm] or [II] can be used in an amount of 0.8 to 3 moles, preferably 1 to 1.5 
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moles per one mole of the compound [VH] or [DC]. The base can be used in an 
amount of 1 to 4 moles, preferably 2 to 3 moles per one mole of the compound [1T| or 
[DCj.The reaction can be carried out at 25 to 150°C, preferably 60 to 120°C. 

Meanwhile, the compound [DC] can be prepared by reacting the compound [II] 
with a compound of the formula [X] (phosgen, a phosgen precursor, a phosgen 
equivalent and the like): 

Js ™ 



W 1 ^ ^W 2 



wherein W 1 and W 2 are a reactive residue. 

Besides, the compound [DC] can be prepared by reacting the compound [VHI] 
10 with the compound [X]. In the compound [X], the reactive residue represented as W 1 
or W 2 may be a halogen atom, phenoxy group, p-nitrophenoxy group, a lower alkoxy 
group or a nitrogen-containing aromatic heteromonocyclic group (e.g., a 5- or 6- 
membered heteroaryl group containing at least one nitrogen atom such as pyridyl 
group). 

15 The reaction for preparing the compound [VII] or [DC] can be carried out in a 

solvent in the presence of a base. The solvent and the base include those used in the 
reaction for preparing the compound [I-D] from the compound [VII] and [VIII] or the 
compound [II] and [IX]. The phosgen precursor is, for example, triphosgen, 
diphosgen (phosgen dimer) and the like. The phosgen equivalent includes, for 
20 example, p-nitrophenyl chloroformate, diethyl carbonate, l,r-carbonyldiimidazole, 
diphenyl chlorocarbonate, diethyl carbonate, N,N'-disuccinimidyl carbonate, dipyridin- 
2-yl carbonate and the like. 

The compound [X] can be used in an amount of 0.2 to 4 moles, preferably 0.4 
to 2 moles per one mole of the compound [II] or [VHI]. The base can be used in an 
25 amount of 3 to 6 moles, preferably 3 to 4 moles per one mole of the compound [II] or 
[VIII].The reaction can be carried out at -4 to 60 °C, preferably 0 to 30 °C. 

The aforementioned reactions for preparing the compound [I-D] from the 
compound [VIH] via the compound [VII] or [DC] can be also carried out without 
isolating the intermediate compound [VII] or [DC]. 
30 The objective compound [I] of the present invention can be also prepared by 

intramolecularly converting the substituent(s) in R 1 of the compound [I] as obtained 
above to the other desired substituent(s) within the scope the present invention. The 
intramolecular conversion processes can be selected according to the kinds of the 
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objective substituents, and may be carried out, for example, by the following methods 

(a)to(e). 

Method (a): 

An objective compound [I] of the present invention having a substituent(s) 
containing a substituted lower alkoxy group in R 1 can be prepared by reacting a 
compound [I] having a substituent(s) containing a hydroxyl group in R 1 with a lower 
alkyl halide having a corresponding substituent(s) in the presence of a base (e.g., 
sodium hydride, potassium carbonate), or by reacting a compound [I] having a 
substituent(s) containing a hydroxyl group in R 1 with a lower alkanol having a 
corresponding substituent(s) in an appropriate solvent in the presence of 
triphenylphosphine and isopropyl azodicarboxylate. 
Method (b): 

An objective compound [I] of the present invention having a substituent(s) 
containing a lower alkylamino group in R 1 can be prepared by reacting a corresponding 
compound [I\ having a substituent(s) containing a primary or secondary amino group 
with a corresponding lower alkyl halide in an appropriate solvent in the presence of a 
base. 

Method (c): 

An objective compound [I] of the present invention having a substituent(s) 
containing an acylamino group such as a lower alkanoylamino group in R can be 
prepared by reacting a corresponding compound [I] having a substituent(s) containing a 
primary or secondary amino group in R 1 with a corresponding carboxylic acid or 
thiocarboxylic acid compound in the same manner as described in the above Process A. 
Method (d): 

An objective compound [I] of the present invention having a substituent(s) 
containing a group of the formula: 




wherein R 13 is a hydrogen atom or a lower alkyl group, R 14 and R 15 are a lower alkyl 
group which may be combined each other to form a ring group and n is an integer of 1 
or 2 in R 1 , can be prepared by reacting a corresponding compound [I] having a 
substituent(s) containing a primary or secondary amino group in R 1 with a compound of 
the formula PC]: 
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wherein X 1 and X 2 is a halogen atom and the other symbols are the same as defined 
above in an appropriate solvent in the presence of a base and then reacting the resultant 
product with an amine compound of the formula [XI]: 
(R 14 )(R 15 )NH [XI] 

wherein the symbols are the same as defined above. Meanwhile, the reaction can be 
also carried out in a single reaction vessel without isolating an intermediate. 
Method (e): 

An objective compound [I] of the present invention having a substituent(s) 
containing a group of the formula: 

wherein m is an integer of 5 or 6 in R l can be prepared by reacting a corresponding 
compound [I] havmg a substituent(s) containing an amino group(s) with a compound of 
the formula [XII]: 
X^CH^m-X 4 [XII] 

wherein X 3 and X 4 are a halogen atom and the other symbols are the same as defined 
above in an appropriate solvent in the presence of a base. 

In conducting the above mentioned Processes A to C and Methods (a) to (e), 
when the starting materials or intermediate compounds have a functional group(s), if 
necessary, the protection of the functional groups and the following deprotection thereof 
may be carried out in accordance with a conventional method. 

An intermediate compound [II] for preparation of the objective compound [I] 
of the present invention can be obtained, for example, in accordance with the following 
method as described in WO02/79189, reacting a compound [XIII] with a compound 
[XIV] to prepare a compound [II-A], reacting the product with a compound [XV] to 
prepare a compound [II-B] and removing an amino-protecting group (G) from the 
resultant product in a conventional manner. 
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H' 



V 1 ™ 



Ht{N-G 
PV] 



G - N wH-^ N 

v* 1 



R 2 -Q-X 5 



pcv] 



[xm] 



[n-A] 



\ f v {/ Deprotection 

4s W ^R 2 *~ Compound [m 

N Q 

tn-B] 

La the above scheme, G is an amino-protecting group and the other symbols are 
the same as defined above. 

The reaction process to prepare the compound [II- A] can be carried out in a 
5 solvent or without solvent in the presence or absence of an activating agent and an 
additive. The solvent includes any solvent which does not disturb the reaction, for 
example, xylene, chloroform and the like. Examples of the activating agent include 
hexamethyldisilazane, N,0-bistrimethylsilylacetamide, chlorotrimethylsilane. The 
additives include ammonium sulfate, cUorotrimethylsilane, triethylamine hydro- 
10 chloride, pyridine hydrochloride, triethylamine and the like. 

The compound [II-B] can be prepared by reacting a compound [II- A] with a 
lower alkanol or a compound having a leaving group of the formula [XV]: 
R 2 -Q-X 5 [XV] 

wherein X 5 is hydroxyl group or a leaving group and the other symbols are the same as 
15 defined above in an appropriate solvent in the presence of an dehydrating agent or a 
base. The solvent includes, for example, methylene chloride, chloroform, 1,2- 
dichloroethane, N,N-dimethylformamide, N,N-dimethylacetamide, 1-methyl- 
pyrrolidinone, tetrahydrofuran, 1 ,2-dimethoxyethane, 1,4-dioxane, toluene, benzene and 
the like. The dehydrating agent for the compound in which X 5 is a hydroxyl group 
20 includes, for example, a combination of a diester of azodicarboxylic acid and a tri- 
substituted phosphine or phosphorane and the like. The base for the compound in 
which X 5 is a leaving group such as a halogen atom, a lower alkylsulfonyloxy group or 
an arylsulfonyloxy group includes, for example, an alkaline metal hydroxide such as 
lithium hydroxide, an alkali metal hydride, an alkali metal carbonate, an alkali metal 
25 lower alkoxide, lithium diisopropylamide (LD A) and the like. 
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In the above compound [II-B], amino-protecting group G includes, for 
example, benzyl group, a lower alkoxycarbonyl group and the protecting group can be 
removed in a conventional manner. 

The intermediate compound [V] of the present invention can be prepared by 
reacting a compound [II] with a compound of the formula [XVI]: 
R 16 -COOH [XVI] 

wherein R 16 is a phenyl group substituted by a protected or esterified carboxyl group or 
its reactive derivative such as a corresponding acid halide (e.g., an acid chloride) and 
removing the protecting group or ester residue from the resultant product in accordance 
with a conventional manner. 

The objective compound [I] and the starting materilas [III] or [IV] of the 
present invention can be also prepared by intramolecularly converting the substituent(s) 
in R 1 and/or R 2 of the compound as obtained above to the other desired substituent(s) 
within the scope the present invention. The method of such conversion can be selected 
according to the kind of the desired substituent and includes, for example, O-alkylation, 
reductive amination and the like. 

If necessary, the compounds [I\ of the present invention obtained in the 
aforementioned Processes A to D or Methods (a) to (e) can be converted to a 
pharmaceutically acceptable salt thereof by a conventional manner. 

Throughout the present description and claims, the "lower alkyl group" or 
"lower alkoxy group" means a straight or branched chain alkyl or alkoxy group having 
1 to 6 carbon atoms, preferably 1 to 4 carbon atoms. The "lower alkanoyl group" 
means a straight or branched chain alkanoyl group having 2 to 7 carbon atoms, 
preferably 2 to 5 carbon atoms. The "cyclo-lower alkyl group" means a cycloalkyl 
having 3 to 8 carbon atoms, preferably 3 to 6 carbon atoms. The "lower alkenyl 
group" means a straight or branched chain alkenyl group having 2 to 8 carbon atoms, 
preferably 2 to 4 carbon atoms. The "lower alkynyl group" means a straight or 
branched chain alkynyl group having 2 to 8 carbon atoms, preferably 2 to 4 carbon 
atoms. The "lower alkylene group" means a straight or branched chain alkylene group 
having 1 to 6 carbon atoms, preferably 1 to 5 carbon atoms. The "lower alkenylene 
group" means a straight or branched chain alkenylene group having 2 to 8 carbon 
atoms, preferably 2 to 4 carbon atoms. Moreover, "halogen atom" means fluorine, 
chlorine, bromine or iodine atom. The "lower alkenoyl group" means a straight or 
branched chain alkenoyl group having 2 to 8 carbon atoms, preferably 3 to 6 carbon 
atoms. The "heteroaryl group means a 5- to 14-membered heteroaryl group containing 
at least one heteroatom selected from nitrogen atom, sulfur atom or oxygen atom, 
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particularly a 5- to 10-membered, mono- or bi-cyclic heteroaryl group containing at 
least one nitrogen atom as a heteroatom. 

The present invention is illustrated in more detail by the following Examples 
and Reference Examples but should not be construed to be limited thereto. 
Example 1 

To a solution of ethyl 4-I>T-(cyclopropylcarbonyl)-N-[2-(dimethylaiiiino)ethyl]- 
amino]benzoate (106 mg; compound obtained in Reference Example 11) in ethanol (3 
mL) is added 2N sodium hydroxide solution (21 \iL) and the mixture is stirred at room 
temperature overnight. To the reaction mixture is added 2N HC1 (42 |xL) and the 
mixture is concentrated to give a crude carboxylic acid compound. To the compound 
is added successively methylene chloride (2 mL), l-(3-ethoxybenzyl)-4-piperazin-l-yl- 
lH-pyrazolo[3,4-d]pyrimidine dihydrochloride (105 mg, compound described in 
WO02/79189), 1-hydroxybenzotriazole (51.7 mg), triethylamine (124.5 |xL) and 1- 
ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (73.4 mg) and the mixture 
is stirred at room temperature for 19 hours. The reaction mixture is diluted with 
chloroform (5 mL) and thereto is added a saturated sodium hydrogencarbonate solution 
(10 mL). After stirring, the organic layer is separated and concentrated. The 
resultant crude product is purified by flash column chromatography on NH-silica gel 
(Chromatorex NH silica gel; Fuji Silicia Chemical Ltd., Solvent; ethyl acetate : 
chloroform = 1 : 0 — > 0 : 1) to give l-(3-ethoxybenzyl)-4-[4-[4-[N-(cyclopropyl- 
carbonyl)-N-[2-(dimethylamm 

d]pyrimidine (127 mg, yield; 84%) as an amorphous powder. MS (APCI) m/z: 597 

[M+Hf 

Example 2 

To trans-4-(l -pyrrolidinyl)cyclohexanecarboxylate hydrochloride (26 mg; 
compound obtained in Reference example 87(2)) is added successively methylene 
chloride (3.5 mL), l-(3-ethoxybenzyl)^piperazm^ 

dihydrochloride (30 mg), 0.5M 1-hydroxybenzotriazole in N,N-dimethylfonnamide 
(219 jjiL), triethylamine (35.6 \iL) and N-cyclohexylcarbodiimide-N'-propyloxymethyl- 
polystylene (310.4 mg, PS-Carbodiimide, 0.94 mmol/g; Argonaut Technology) and the 
mixture is stirred at room temperature for 24 hours by using a parallel synthesizer 
(Quest 210; Argonaut Technology). To the reaction mixture is added macroporous 
triethylammoniummethylpolystylene carbonate (120 mg, MP-Carbonate 3.04 mmol/g; 
Argonaut Technology) and the mixture is stirred at room temperature for 3 hours. The 
liquid layer is separated from the reaction mixture and the residual resin is washed 
successively with chloroform and methanol. The liquid layer and the washings are 
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combined and concentrated by centrifugal concentrator. The resultant crude product is 
purified by HPLC (XTerra PerpMS CI 8 column; Waters Inc., Solvent; 10 mM 
ammonium carbonate : methanol = 1 : 1 -> 5 : 95) to give l-(3-ethoxybenzyl)-4-[4- 
[[trans-4-(l »pyiTolidinyl)cyclohexyl]carbonyl]piperazin- 1 -yl]-l H-pyrazolo[3 ,4-d]- 
pyrimidine (27 mg, yield; 71%) as an amorphous powder. 
MS (APC1) m/z:518 [M+H] + 
IR(Nujol)cin '; 1634, 1596, 1555, 1459 
Example 3 

To 4-[2-(dimethylamino)ethoxy]benzoic acid hydrochloride (66 mg, compound 
obtained in Reference example 78(2)) is added successively methylene chloride (2 mL), 
l-(3-ethoxybenzyl)^-pipera2in-l-^ dihydrochloride 
(100 mg), 1-hydroxybenzotriazole (49.3 mg), triethylamine (118.6 pL) and l-ethyl-3-[3- 
(dimethylamino)propyl]carbo<Uimide hydrochloride (70 mg) and the mixture is stirred 
at room temperature for 17 hours. The reaction mixture is diluted with chloroform (5 
mL) and thereto is added a saturated sodium hydrogencarbonate solution (10 mL). 
After stirring, the organic layer is separated and concentrated. The resultant crude 
product is purified by flash column chromatography on NH-silica gel (Solvent; ethyl 
acetate : chloroform = 1 : 0 — > 0 : 1) to give l-(3-ethoxybenzyl)-4-[4-[4~[2-^ 
ammo)ethoxy]benzoyl]piperazm^ (103 mg, yield; 

69%) as an amorphous powder. MS (APCI) m/z: 530 [M+H] + 
Example 4 

(1) To a suspension of l-(3-ethoxyben2yl)-4-piperazin-l-yl]-lH-pyrazolo[3,4- 
d]pyrimidine dihydrochloride (2 g) and triethylamine (2.18 mL) in methylene chloride 
(20 mL) is added dropwise a solution of terephthalic acid mono-methyl ester chloride 
(970 mg) in methylene chloride (10 mL) under ice-cooling and the mixture is stirred at 
room temperature for one day. The reaction mixture is diluted with water and stirred 
for 30 minutes. The methylene chloride layer is separated and the aqueous layer is 
extracted with chloroform. The chloroform layer and the methylene chloride layer are 
combined, washed with saturated brine, dried over anhydrous sodium sulfate, and 
concentrated. The crude product is purified by flash column chromatography on silica 
gel (Biotage Flush 40M; Solvent; ethyl acetate : n-hexane = 1 : 1) to give l-(3- 
ethoxybenzyl)-4-[4-[4-(methoxycarbonyl)benzoyl]piperazin-l -yl]- 1 H-pyrazolo[3 ,4-d] - 
pyrimidine (2.4 g, yield; 98%) as an amorphous powder. MS (APCI) m/z: 501 
[M+H] + 

(2) To a suspension of the compound obtained in the above step (1) (2.4 g) in 
ethanol/tetrahydofuran (1 : 1, 25 mL) is added dropwise 10% aqueous sodium 
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hydroxide solution (10 mL) and the mixture is stirred at room temperature for 19 hours. 
The reaction mixture is diluted with chloroform, neutralized with 10% aqueous citric 
acid solution and extracted with chloroform (x 2). The extract is washed with 
saturated brine, dried over anhydrous sodium sulfate and concentrated. To the 
5 resultant crude carboxylic acid compound (50 mg) is added successively N,N- 
diethylethylenediamine (35.8 mg), 0.5 M 1-hydroxybenzotriazole in N,N-dimethyl- 
formamide (308 pJL) and N-cyclohexylcarbodiimide-N'-propyloxymethylpolystylene 
(328 mg, PS-carbodiimide 0.94 mmol/g). The mixture is stirred at room temperature 
for 24 hour by using a parallel synthesizer (Quest 210). To the reaction mixture is 

10 added macroporous triethylaiiimoniummethylpolystylenecarbonate (MP-Carbonate 3.04 
mmol/g, 120 mg) and the mixture is stirred at room temperature for 1 hour. The liquid 
layer is separated and the resin is washed successively with chloroform and methanol. 
The washing and the reaction solution are combined and concentrated. The resultant 
crude product is purified by HPLC (XTerra PrepMS CI 8 column, Solvent; 10 mM 

15 ammonium carbonate : methanol = 80 : 20 — > 5 : 95) to give l-(3-ethoxybenzyl)-4-[4- 
[4-[2-(diethylamino)ethyta 

pyrimidine (15.6 mg, yield; 19%) as an amorphous powder. MS (APCI) m/z: 585 
[M+H] + 

(3) The compound obtained in the above step (2) is dissolved in ethanol (1 mL) 
20 and thereto is added 2N hydrochloric acid (16 p,L). The mixture is evaporated to 
remove solvent and the residue is dissolved in water and lyophilized to give l-(3- 
ethoxybenzyl)-4-[4-[4- [2-(diethylamino)ethylcarbamoyl]benzoyl]piperazin- 1 -yl] - 1 H- 
pyrazolo[3,4-d]pyrimidine hydrochloride as an amorphous powder. MS (APCI) m/z: 
585 [M+H] + 
25 Example 5 

(1) The compound obtained in Reference Example 1(3) is treated in the same 
manner as described in Example 1 to give l-(3-ethoxybenzyl)^-[4-[4-[TN-[3-(dimethyl- 
ammo)propionyl]-N-[2-(dime^ 
pyrazolo[3,4-d]pyrimidine as an amorphous powder. 

30 (2) A mixture of the compound obtained in the above step (1) (131 mg) and 

fumaric acid 24.2 mg is dissolved in water and lyophilized to give l-(3-ethoxybenzyl)- 
4-[4-[4-p^-[3-(dimethylamino) propionyl]-N-[2-(dimethylaino)ethyl]amino]benzoyl]- 
piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine fumarate as powder. 
MS (APCI) m/z: 628 [M+H] + 

35 Example 6 
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To 4-[N-[(2-methoxyethoxy)carbo^ 
benzaldehyde (90 mg, compound obtained in Reference Example 97) is added 
successively tetrabydrofuran (1.5 mL), l-(3-ethoxybenzyl)-4-(l-piperazinyl)-lH- 
pyrazolo[3,4-d]pyrimidine dibydrochloride (100 mg), Memylamine (90 uL), acetic acid 

5 (73 uL) and macroporous triemylammomummemylpolystylenecyanoborohydride (MP- 
Cyanoborohydride 2.04 mmol/g, Argonaut Technology). The mixture is shaken at 
room temperature for 18 hours by using a parallel synthesizer (MiniBlock; Mettler 
Toledo). The reaction mixture is separated and the residual resin is washed with 
tetrabydrofuran (x 3). The washings and the reaction solution are combined and 

10 concentrated. The resultant crude product is purified by flash column chromatography 
on silica gel (Solvent; ethyl acetate : chloroform = 1 : 0 — > 0 : 1) to give l-(3- 
emoxybenzyl)-4-[4-[4-[N-[(2-memoxyemox 

ammo]benzyl]piperazm-l-yl]-lH-pyrazolo[3,4-d]pyrinudm^ (159 mg, yield; 38%) as 
an amorphous powder. MS (APCI) m/z: 6 1 7 [M+H] + 
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Examples 7 to 83 

The corresponding materials are treated in the same manner as described in 
Example 1, or Examples 1 and 4(2) to give the compounds as shown in the following 
Table 1. 

5 Table 1 (No.l) 



R 1 /-^ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


7* 


O^Me 
i 


amorphous powder 
MS (APCI) 571 [M+H]+ 


8* 


T 


amorphous powder 
MS (APCI) 599 [M+H]+ 


9* 


Me 


amorphous powder 
MS (APCI) 599 [M+H]+ 


10* 


OY-t-Bu 


amorphous powder 
MS (APCI) 613 [M+H]+ 


11* 




amorphous powder 
MS (APCI) 597 [M+H]+ 


12* 


Me 2 N'^' N ^^^ 


amorphous powder 
MS (APCI) 587 [M+H]+ 



*: hydrochloride 



Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 
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Table 1 (No.2) 



R 1 / — v N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


13* 


Me^Me 

IT 

V 


amorphous powder 
MS(APCI) 611 [M+H]+ 


14 




amorphous powder 
MS (APCI) 639 [M+H]+ 


15 




amorphous powder 
MS (APCI) 623 [M+H]+ 


16* 


t-Bu 

V 


amorphous powder 
MS (APCI) 627 [M+H]+ 


17* 




amorphous powder 
MS (APCI) 625 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 
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Table 1 (No.3) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


18* 


S^NHMe 


amorphous powder 
MS (APC1) 602 [M+H]+ 


19* 


H 


amorphous powder 
MS (APCI) 644 [M+H]+ 


90* 


H Me 
Me 2 N^*^ Nv |^^ 


amorphous powder 
MS (APCI) 644 [M+H]+ 


21 


0^v^NEt 2 


amorphous powder 
MS (APCI) 656 [M+H]+ 


22 


H 

Me 2 N x ~^ N "|p**i 


amorphous powder 
MS (APCI) 529 [M+H]+ 


23 


Me 2 N^ v ^ Nv jj^j^ 


amorphous powder 
MS (APCI) 585 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 1 (No.4) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


24 




amorphous powder 
Mo {ArLsL) 01 J 


25 


°Y^OMe 


amorphous powder 
MS (APCI) 601 [M+H]+ 


26 




amorphous powder 
MS (APCI) 631 [M+H]+ 


27 


H 


amorphous powder 
MS (APCI) 628 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No.5) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


28* 




amorphous powder 
MS (APCI) 659 [M+H]+ 


29* 




amorpnous powaer 
MS (APCI) 661 [M+H]+ 


30* 




amnmhous Tiowder 
MS (APCI) 647 [M+H]+ 


31* 




amorphous powder 
MS (APCI) 673 [M+H]+ 


32* 




amorphous powder 
MS (APCI) 675 [M+H]+ 


33* 




amorphous powder 
MS (APCI) 633 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 1 (No.6) 



4 N .N^WA OEt 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


34* 




amorphous powder 
MS (APCI) 625 [M+H]+ 


35* 




MS (APCI) 599 [M+H]+ 


36* 


0^-v^NEt 2 


am orrrh ous nowder 
MS (APCI) 627 [M+H]+ 


37 




amorphous powder 
MS (APCI) 629 [M+H]+ 


38 


O^^NEt 2 


amorphous powder 
MS (APCI) 657 [M+H]+ 


39 


C V*"NMe 2 


amorphous powder 
MS (APCI) 615 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 1 (No.7) 



K N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


40 




amornTious nowder 
MS (APCI) 643 [M+H]+ 


41 




amorphous powder 
MS (APCI) 557 [M+H]+ 


42 


HN tX 


amorphous powder 
MS (APCI) 585 [M+H]+ 


43 


O v Me 
Me 2 N-^ ^-<0~" 


amorphous powder 
MS (APCI) 599 [M+H]+ 


44 




amorphous powder 
MS (APCI) 611 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No.8) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


45 


O 

Me 2 N N A SsX - v ^ Me 

'o. 


amorphous powder 
MS (APCI) 627 [M+H]+ 




O 

Me 2 N^^ K ,A OMe 

r 

"Ok 


amorphous powder 
MS(APCI)615[M+H]+ 


47 


o 

Me 2 N^ N A NMe2 


amorphous powder 
MS (APCI) 614 [M+H]+ 


48 


o 

Me2N^^ N X 0 — ^,OMe 


amorphous powder 
MS (APCI) 645 [M+H]+ 


I 49 


O 

Me 2 N^ N A N ^ v ^ Me 

'tx 


amorphous powder 
MS (APCI) 642 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No.9) 





Ex, Nos. 


R 1 


Physicochemical properties etc. 


50 




amorphous powder 
MS (APCI) 500 [M+H]+ 


51 




amorphous powder 
MS (APCI) 542 [M+H]+ 


52 


Me 


amorphous powder 
MS (APCI) 572 [M+H]+ 


53 


"xux 


amorphous powder 
MS (APCI) 555 [M+H]+ 


54 


OJ(X 


amorphous powder 
MS (APCI) 526 [M+H]+ 


55 


cux 


amorphous powder 
MS (APCI) 540 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No.10) 



4 N .N^A 0 Et 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


56 




amorphous powder 
MS (APCI) 571 [M+H]+ 


57 


Me 


amorphous powder 
MS (APCI) 585 [M+H]+ 


58 




amorphous powder 
MS (APCI) 625 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No.ll) 



R 1 /— \ N=\ 

V N ^^OEt 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


59 


Me 
/ 

Me 2 N-^ ^^y~ 


amorphous powder 
MS (APCI) 557 [M+H]+ 


60 


Me2N ^ N -"v^ Me 


amorphous powder 
MS (APCI) 585 [M+H]+ 


61 


Me 
Me-^ 

MeaN— ^~ N — — 


amorphous powder 
MS (APCI) 599 [M+H]+ 


62 


Me 2 N v ^ N -^— ^) 


amorphous powder 
MS (APCI) 639 [M+H]+ 


63 




amorphous powder 
MS (APCI) 528 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No. 12) 



0 >" N v_y N "O N 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


64 


Me 


amorphous powder 
MS (APCI) 542 [M+H]+ 


65 




amorphous powder 
MS (APCI) 556 [M+H]+ 


66 




amorphous powder 
MS (APCI) 572 [M+H]+ 


67 




amorphous powder 
MS (APCI) 590 [M+H]+ 


68 


Me 


amorphous powder 
MS (APCI) 568 [M+H]+ 


69 


cmcx 


amorphous powder 
MS (APCI) 526 [M+H]+ 


70 


crxx 


amorphous powder 
MS (APCI) 540 [M+H]+ 


71 


O 


amorphous powder 
MS (APCI) 583 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 1 (No.13) 



R 1 /-^ N=\ 


Ex. Nos. 


R 


Physicochemical properties etc. 


72 


Me 


amorphous powder 
MS (APCI) 544 [M+H]+ 


73 


°^^NHBoc 


amorphous powder 
MS (APCI) 686 [M+H]+ 


74 


Et 2 N^ ,S0 2 Me 
* — N 


amorphous powder 
MS (APCI) 665 [M+H]+ 


75 




amorphous powder 
MS (APCI) 501 [M+H]+ 


76* 


"TVS 

Me K^^. 


amorphous powder 
MS (APCI) 515 [M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, 
Boc: tert-butoxycarbonyl group 
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Table 1 (No. 14) 



R 1 / — ^ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


77* 




amorphous powder 
MS (APCI) 529 [M+H]+ 


78* 




amorphous powder 
MS (APCI) 527 [M+H]+ 


79* 




amorphous powder 
MS (APCI) 541 [M+H]+ 


80* 


MeN^J V\ 


amorphous powder 
MS (APCI) 556 [M+H]+ 


81* 




amorphous powder 
MS (APCI) 572 [M+H]+ 


82* 




amorphous powder 
MS (APCI) 529 [M+H]+ 


83* 




amorphous powder 
MS (APCI) 575 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 84 to 92 

The corresponding materials are treated in the same manner as described in 
Example 2 to give the compounds as shown in the following Table 2. 



Table 2 



r1 ~\ / N= \, 


Ex. Nos. 


K -Y- 


i^nysicocneinicai properties eio. 


84 


Me—^ v — ' 


amorphous powder 
MS (APCI) 492 [M+H]+ 


85 


Me / — v 
Me ^—t 


amorphous powder 
MS (APCI) 492 [M+HJ+ 


86 


■ocv 


amorphous powder 
MS (APCI) 541 [M+H]+ 


87 


Me2N"^^^ 


amorphous powder 
MS (APCI) 452 [M+H]+ 


88 


Me 7 ^ \ 


amorphous powder 
MS (APCI) 506 [M+H]+ 


89 


Me' 


amorphous powder 
MS (APCI) 520 [M+H]+ 


90 


Me 2 N > — s. 


amorphous powder 
MS (APCI) 506 [M+H]+ 


91 


Me 2 Ni"^ 


amorphous powder 
MS (APCI) 492 [M+H]+ 


92 


°vZ/ n " ^y~° 


amorphous powder 
MS (APCI) 534 [M+H]+ 



5 Me: methyl group, Et: ethyl group 
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Exam ples 93 to 129 

The corresponding materials are treated in the same manner as described in 
Example 3, or Examples 3 and 5(2) to give the compounds as shown in the following 
Table 3. 

5 Table 3 (No.1) 



NMe2 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. 


93* ' 


Op 

CI 


amorphous powder 
MS (APCI) 662 [M+H]+ 


94* 




amorphous powder 
MS (APCI) 643 [M+H]+ 


95* 




amorphous powder 
MS (APCI) 657 [M+H]+ 


96* 


oa Me 


amorphous powder 
MS (APCI) 642 [M+H]+ 


97* 


XX 


amorphous powder 
MS (APCI) 673 [M+H]+ 


98* 




amorphous powder 
MS (APCI) 672 [M+H]+ 


99* 


^^^OCFa 


amorphous powder 
MS (APCI) 712 [M+H]+ 



*: fumarate 



Me: methyl group, Et: ethyl group 
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Table 3 (No.2) 



NMe 2 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. 


100* 


F 


amorphous powder 
MS (APCI) 660 [M+H]+ 


101* 




amorphous powder 
MS (APCI) 677 [M+H]+ 


102* 




amorphous powder 
MS (APCI) 663 [M+H]+ 


103* 




amorphous powder 
MS (APCI) 671 [M+H]+ 


104* 


^^^NHEt 


amorphous powder 
MS (APCI) 671 [M+H]+ 


105* j 


^l N />-NHEt 


amorphous powder 
MS (APCI) 678 [M+H]+ 



: fumarate 



Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 3 (No.3) 



NMe 2 

V n " q - r2 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. 


106 




amorphous powder 
MS (APCI) 499 [M+H]+ 


107 




amorphous powder 
MS (APCI) 501 [M+H]+ 


108 




amorphous powder 
1 MS (APCI) 540 [M+H]+ 


109 


F 


amorphous powder 
MS (APCI) 488 [M+H]+ 


110 




amorphous powder 
MS (APCI) 505 [M+H]+ 



Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 3 (No A) 



y— NMe 2 

/— N 
Me 2 N— ' >=v 

V N Q-R 2 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. 


Ill* 


a 


amorphous powder 
MS(APCI)618[M+H]+ 


112* 




amorphous powder 
MS (APCI) 613 [M+H]+ 


113* 




amorphous powder 
MS (APCI) 599 [M+H]+ 


114* 




amorphous powder 
MS (APCI) 627 [M+H]+ 


115* 


F 


amorphous powder 
MS (APCI) 616 [M+H]+ 


116* 




amorphous powder 
MS (APCI) 629 [M+H]+ 


117* 




amorphous powder 
MS (APCI) 598 [M+H]+ 



*: fumarate 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table3(No.5) 



O^^NMe 2 
/— N 

N 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. 


118* 


fx 


amorphous powder 
MS (APCI) 668 [M+H]+ 


119* 


n, - 


amorphous powder 
MS (APCI) 627 [M+H]+ 


120* 




amorphous powder 
MS (APCI) 634 [M+H]+ 


121* 




amorphous powder 
MS(APCI)619[M+H]+ 


122* 


>VJC N V-V,pr 


amorphous powder 
MS (APCI) 633 [M+H]+ 



*: fumarate 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table3(No.6) 



R 1 -Y / — , N=\ 


Ex. Nos. 


R x -Y- 


Physicochemical properties etc. 


123 


Me 2 N 


amorphous powder 
MS (APCI) 556 [M+H]+ 


124 




amorphous powder 
MS (APCI) 570 [M+HJ+ 


125 




amorphous powder 
MS (APCI) 628 [M+H]+ 


126 


Me2 \xx 


amorphous powder 
MS (APCI) 530 [M+H]+ 


127 




amorphous powder 
MS (APCI) 570 [M+H]+ 


128 


Me 2 N 


amorphous powder 
MS (APCI) 500 [M+H]+ 


129 


Me-N^N-^^— 


amorphous powder 
| MS (APCI) 541 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Examples 130 to 133 

The corresponding materials are treated in the same manner as described in 
Examples 4 and 5(2) to give the compounds as shown in the following Table 4. 



Table 4 



R 1 / — \ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


130* 




amorphous powder 
MS (APCI) 597 [M+H]+ 


131* 




amorphous powder 
MS (APCI) 583 [M+H]+ 


132* 




amorphous powder 
MS (APCI) 611 [M+H]+ 


133* 


MeN^ NEt2 


amorphous powder 
MS (APCI) 599 [M+HJ+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 134 to 139 

The corresponding materials are treated in the same manner as described 
Example 6 to give the compounds as shown in the following Table 5. 



TableS 



R 1 , v N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


134 


cC 


amorphous powder 
MS (APCI) 527 [M+H]+ 


135 


Me 

Me 2 N — ^"iT^ 


amorphous powder 
MS (APCI) 529 [M+H]+ 


136 


Me 


amorphous powder 
MS (APCI) 557 [M+H]+ 


137 


Me 2 N'^ 0 ^^ 


amorphous powder 
MS (APCI) 530 [M+H]+ 


138 


OMe 


amorphous powder 
MS (APCI) 560 [M+H]+ 


139 


OMe 


amorphous powder 
MS (APCI) 587 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Examples 140 to 181 

The corresponding materials are treated in the same manner as described in 
either one of Examples 1 to 6 to give the compounds as shown in the following Table 6. 

Table6(No.l) 





Ex. Nos. 


R ! -Y- 


Physicochemical 
properties etc. 


140 


H 


amorphous powder 
MS (APCI) 628 [M+H]+ 


I4l 




amorphous powder 
MS (APCI) 598 [M+H]+ 


142 


V\ CH 3 


amorphous powder 
MS (APCI) 530 [M+H]+ 


143 




amorphous powder 
MS (APCI) 602 [M+H]+ 


144 


(HaCfeN-^^— 


amorphous powder 
MS (APCI) 486 [M+H]+ 


145 




amorphous powder 
MS (APCI) 486 [M+H]+ 



5 
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Table 6 (No.2) 



R*-X r-^ N— ^ 


Ex. Nos. 


R'-Y- 


Physicochemical properties etc. 


146 


(H 3 C)2N— ^ ^ v 


amorphous powder 
MS (APC1) 500 [M+H]+ 


147 




amorphous powder 
MS (APCI) 536 [M+ITI+ 


148 




amorphous powder . 
MS (APCI) 512 [M+H]+ 


' 149 


H 


amorphous powder 
MS (APCI) 530 [M+H]+ 


150 


ck> 


amorphous powder 
MS (APCI) 528 [M+H]+ 


151 


(~_Jl— CH 2 CH 2 - 


colorless liquid 
MS (APCI) 478 [M+H]+ 
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Table6(No.3) 





Ex. Nos. 


R ! -Y- 


Physicochemical properties etc. 


152 




amorphous powder 
MS (APCI) 542 [M+H]+ 


153 




amorphous powder 
MS (APCI) 544 [M+H]+ 


154 




amorphous powder 
MS (APCI) 542 [M+H]+ 


155 




amorphous powder 
MS (APCI) 542 [M+H]+ 
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Table 6 (No.4) 





Ex. Nos. 


R J -Y- 


Physicochemical properties etc. 


156 




amorphous powder 
MS (APCI) 556 [M+H]+ 


157 


o Oo 

T 


colorless liquid 
MS (APCI) 675 [M+H]+ 


158 




amorphous powder 
MS (APCI) 689 [M+H]+ 


159 


o 

H 3 C N - U v^- N -\ 

o a 


colorless liquid 
MS (APCI) 641 [M+H]+ 


160* 


H 

A, ^6 


amorphous powder 
MS (APCI) 599 [M+H]+ 



*: hydrochloride 
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Table 6 (No.5) 





Ex. Nos. 


R 2 


Physicochemical properties etc. 


161 




amorphous powder 
MS (APCI) 471 [M+H]+ 


162 




amorphous powder 
MS (APCI) 485 [M+H]+ 


163 




amorphous powder 
MS (APCI) 470 [M+H]+ 


164 


£ />-C 2 H 5 


amorphous powder 
MS (APCI) 491 [M+H]+ 
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Table 6 (No.6) 



^i^XX OC2H5 


XiX. JNOS. 


P 1 

XV 


Physicochemical properties 
etc. 


165 


H 3 CO 


amorphous powder 
ivio ^/\ir v^i^/ 00 / j_J.vi » nj » 


166 


C2H5 
HOH 2 CH 2 C 


amorphous powder 
MS fAPCn 516 rM+Hl+ 


167 


/-CH 3 

H3C ^-K 

Q 


amorphous powder 
MS (APCI) 614 [M+H]+ 


168 


H 3 COH 2 CH 2 C 


amorphous powder 
MS (APCI) 516 [M+H]+ 


169 


H VfV 

HOH 2 CH 2 C >v=/ 


amorphous powder 
MS (APCI) 502 [M+H]+ 
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Table 6 (No.7) 



R* r~\ N=\ 

^ — N N-<\ N 


Ex. Nos. 


R 1 


Physicochemical 
properties etc. 


170 


(H 3 C) 2 NH 2 CH 2 C 


amorphous powder 
MS (APCI) 571 [M+H]+ 


171 


H 3 C — N 

CH 3 


amorphous powder 
MS (APCI) 583 [M+H]+ 


172 


CH 3 


amorphous powder 
MS (APCI) 599 [M+HQ+ 


173 


OCH 3 


amorphous powder 
MS (APCI) 587 [M+H]+ 


174 




amorphous powder 
MS (APCI) 558 [M+H]+ 


175 


OCH3 


amorphous powder 
MS (APCI) 588 [M+H]+ 
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Table 6 (No.8) 



w 4^^XX OC2H5 


Fx "Nbs 


R 1 


Physicochemical properties etc. 


176 




amorphous powder 
MS (APCI) 558 [M+H]+ 


177 


(H 3 C) 2 N-Q- 


amorphous powder 
MS (APCI) 472 [M+H]+ 


178 


(C2H 5 ) 2 N-Q^ 


amorphous powder 
MS (APCI) 500 [M+H]+ 


179 


o C n_h O~ 


amorphous powder 
MS (APCI) 514 [M+H]+ 


180 


H 3 CO-Q 


amorphous powder 
MS (APCI) 574 [M+H]+ 


181 


/CH 3 

H3CO-Q <=» 


amorphous powder 
MS (APCI) 532 [M+H]+ 
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Examples 182 to 341 

The corresponding materials are treated in the same manner as described in 
Example 1, or Examples 1 and 4(3) to give the compounds as shown in the following 
Table 7. 

5 Table7(No.l) 



R 1 / — \ N=\ 

6 ^ M f\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


182 


AX 


amorphous powder 
MS (APCI) 557 [M+H]+ 


183 


MeN ^NMe2 

AX 


amorphous powder 
MS (APCI) 571 [M+H]+ 


184 


Ax 


amorphous powder 
MS (APCI) 571 [M+H]+ 


185 


«*tx w 


amorphous powder 
MS (APCI) 594 [M+H]+ ! 



Me: methyl group, Et: ethyl group 
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Table 7 (No.2) 



R 1 / — \ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


186 




amorphous powder 
MS (APCI) 571 [M+H]+ 


187 


MeN ^NMe2 


amorphous powder 
MS (APCI) 585 [M+H]+ 


188 




amorphous powder 
MS (APCI) 585 [M+H]+ 


189 


y a w 


amorphous powder 
MS (APCI) 608 [M+H]+ 



Me: methyl group, nPr: n-propyl group 
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Table 7 (No.3) 



K>p* n 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


190* 




amorphous powder 
MS (APCI) 665 [M+H]+ 


191* 




amorphous powder 
MS (APCI) 653 [M+H]+ 






amorphous powder 
MS (APCI) 679 [M+H]+ 


193* 




amorphous powder 
MS (APCI) 681 [M+H]+ 


194* 


°Y^NMe 2 


amorphous powder 
MS (APCI) 557 [M+H]+ 


195* 


"'TX 


amorphous powder 
MS (APCI) 583 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No.4) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


196* 




amorphous powder 
MS (APCI) 571 [M+H]+ 


197* 


tlx 


amorphous powder 
MS (APCI) 597 [M+H]+ 


198* 




amorphous powder 
MS (APCI) 599 [M+H]+ 


199 




amorphous powder 
MS (APCI) 639 [M+H]+ 


200* 




amorphous powder 
MS (APCI) 667 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table7(No.5) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


201** 




amorphous powder 
MS (APCI) 578/580 [M+H]+ 


202** 




amorphous powder 
MS (APCI) 606/608 [M+H]+ 


" 203** 




amorphous powder 
MS (APCI) 604/606 [M+H]+ 


204** 




amorphous powder 
MS (APCI) 514 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No.6) 





Ex. Nos. 


R'-Y- 


Physicochemical properties etc. 


205** 




amornVious "nowder 
MS (APC1) 535 [M+H]+ 


206 




o 


amorphous powder 
MS (APC1) 549 [M+H]+ 


207** 


r* 




amorphous powder 
MS (APCI) 577 [M+H]+ 


208** 




amorphous powder 
MS (APCI) 549 [M+H]+ 


209** 




amorphous powder 
MS (APCI) 577 [M+H]+ 


210** 




amorphous powder 
MS (APCI) 575 [M+H]+ 


211** 




CK 


amorphous powder 
MS (APCI) 563 [M+H]+ 


212** 




amorphous powder 
MS (APCI) 591 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No.7) 





Ex. Nos. 




Physicochemical properties etc. 


213 




amorphous powder 
MS (APCI) 563 [M+H]+ 


214 




amorphous powder 
MS (APCI) 591 [M+H]+ 


215 




amorphous powder 
MS (APCI) 589 [M+H]+ 


216** 




amorphous powder 
MS (APCI) 603 |>!+H]+ 


217 




amorphous powder 
MS (APCI) 563 [M+H]+ 


218 


Et 2 N— v 


amorphous powder 
MS (APCI) 591 [M+m+ 


219 




amorphous powder 
MS (APCI) 589 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Table7(No.8) 



^j>} OEt 


Ex. Nos. 


R'-Y- 


Physicochemical properties etc. 


220** 




amorphous powder 
MS (APCI) 542 [M+H]+ 


221** 




amorphous powder 
MS (APCI) 540 [M+H]+ 


222** 




aiiiorpxiouo puwuci 
MS (APCI) 554 [M+H]+ 


223** 


Me 
Me 


amorphous powder 
MS (APCI) 542 [M+H]+ 


224** 




amorphous powder 
MS (APCI) 514 [M+H]+ 


225** 


Me 


amorphous powder 
MS (APCI) 528 [M+H]+ 


226** 




amorphous powder 
MS (APCI) 542 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No.9) 



R 1 x ^ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


227** 




amorphous powder 
MS (APCI) 540 [M4-HJ+ 


228** 




amorphous powder 
MS (APCI) 554 [M+H]+ 


229* 


Me 


amorphous powder 
MS (APCI) 554 [M+H]+ 


230* 




amorphous powder 
MS (APCI) 556 [M+H]+ 


231* 




amorphous powder 
MS (APCI) 570 [M+H]+ 


232* 


jcnx 


amorphous powder 
MS (APCI) 556 [M+H]4- 


233* 


jcna 


amorphous powder 
MS (APCI) 555 [M+H]+ 



*: hydrochloride, **: dihydrochloride 
Me: methyl group, Et: ethyl group 
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Table 7 (No.10) 



r 1 r- 


\ n N=^ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


234* 




amorphous powder 
MS (APCI) 629 [M+H]+ 


235* 




amorphous powder 
MS (APCI) 627 [M+H]+ 


236** 




amorphous powder 
MS (APCI) 540 [M+H]+ 


237** 




amorphous powder 
MS (APCI) 577 [M+H]+ 


238** 


Me 

T6 




amorphous powder 
MS (APCI) 542 [M+H]+ 



*: hydrochloride, **: dihydrochloride 
Me: methyl group, Et: ethyl group 
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Table7(No.ll) 



R 1 — Y / \ N=\ 


Ex. Nos. 


R^Y- 


Physicochemical properties etc. 


239* 


Me-*/^ — ^ 


amorphous powder 
MS (APCI) 478 [M+H]+ 


240* 




cujiorpiioub puwuci 

MS (APCI) 532 [M+H]+ 


241* 




amorphous powder 
MS (APCI) 520 [M+H]+ 


242* 


MeO — \ / — v 


amorphous powder 
MS (APCI) 522 [M+H]+ 


243* 


nBu-N y — \ 


amorphous powder 
MS (APCI) 534 [M+H]+ 


244* 




amorphous powder 
MS (APCI) 546 [M+H]+ 


245* 




amorphous powder 
MS (APCI) 534 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, nBu: n-hutyl group 
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Table 7 (No. 12) 



R '-\ r^., ,*=\ 

OEt 


Ex. Nos. 




Physicochemical properties etc. 


246* 




amorphous powder 
MS (APCI) 492 [M+H]+ 


247* 


Et^/ ) — ^ 


amorphous powder 
MS (APCI) 506 [M+H]+ 


248* 


MejN^^ / — ^ 


amorphous powder 
MS (APCI) 549 [M+H]+ 


249* 


MeO^^^/ — ^ 


amorphous powder 
MS (APCI) 536 [M+H]+ 


250* 


Me2]N ~Y^ — ^ 


amorphous powder 
MS (APCI) 535 [M+H]+ 


251* 


/— N N— v 
Et N — ' N 


amorphous powder 
MS (APCI) 535 [M+H]+ 


252* 


nBu-N^) — ^ 


amorphous powder 
MS (APCI) 520 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nBu: n-butyl group 
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Table7(No.l3) 



R, -\ / \ /*=\ 


Ex. Nos. 


R x -Y- 


Physicochemical properties 
etc. 


253* 




amorphous powder 
MS (APCI) 521 [M+H]+ 


254* 


Me / — ^ 

>-N N— \ 
Me N — ' N 


amorphous powder 
MS (APCI) 507 [M+H]+ 


255* 


C^-N N — <^ 


amorphous powder 
MS (APCI) 533 [M+H]+ 


256* 


MeO-A / — v 


amorphous powder 
MS (APCI) 508 [M+H]+ 


257 


Boc 


amorphous powder 
MS (APCI) 635 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, Boc: tert-butoxycarbonyl group 
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Table 7 (No. 14) 



R 1 — Y /—\ N=\ 


Ex. Nos. 




Physicochemical properties etc. 


258* 




amoipnous powuer 
MS (APCI) 520 [M+H]+ 


259* 


nPr-N^> — \ 


aiuorpxioub powucr 
MS (APCI) 508 [M+H]+ 


260* 


A/TeO— v / v 


arnortvhous nowder 

V VJL JL1. V_r .1 L/i-Lv/ V#kJ l_/ V-/ tt VIVA 

MS (APCI) 510 [M+H]+ 


261* 




amorphous powder 
MS (APCI) 536 [M+H]+ 


262* 


nBu— >/ ^ — \^ 


amorphous powder 
MS (APCI) 522 [M+H]+ 


263* 


Me 2 N ~^^/ — ^ 


amorphous powder 
MS (APCI) 537 [M+H]+ 


264* 




amorphous powder 
MS (APCI) 522 [M+H]+ 


265* 


Me_N v3 — \ 


amorphous powder 
MS (APCI) 480 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, nBu: n-butyl group 
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Table7(No.l5) 





R 1 — Y / — \ N=\ 






Ex.Nos. 


R x -Y- 


Physicochemical properties etc. 


266* 


J "V 

Et ~ N v_>V_ 


amnrnlifMic twix/Hpt 
alllsJl yux) Uo pv/Wtici 

MS (APC1) 494 [M+H]+ 


267* 


t — "V / — V 


amorphous powder 
MS (APCI) 534 [M+H]+ 


268* 




amorphous powder 
MS (APCI) 524 [M+HJ+ 


269* 


MejN-^^/— 


amorphous powder 
MS (APCI) 523 [M+H]+ 


270* 


Me / — \ 

V-N N-^ 
Me N — ' x 


amorphous powder 
MS (APCI) 495 [M+H]+ 


271* 


)— n n — v 
Et N — / x 


amorphous powder 
MS (APCI) 523 [M+H]+ 


272* 




amorphous powder 
MS (APCI) 521 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table7(No.l6) 





Ex. Nos. 


R*-Y- 


Physicochemical properties etc. 


273* 


<y \ / \ 


amorphous powder 
MS (APCI) 537 [M+EQ+ 


274* 


nPr-N ) — v 


amorphous powder 
MS (APCI) 525 [M+H]+ 


275* 




amorphous powder 
MS (APCI) 553 [M+H]+ 


276* 




amorphous powder 
MS (APCI) 539 [M+H]+ 


277* 




amorphous powder 
MS (APCI) 551 [M+H]+ 


278* 




amorphous powder 
MS (APCI) 539 [M+H]+ 


279* 


Me_N vZ) — V— 


amorphous powder 
MS (APCI) 497 [M+H]+ 


280* 


Et-N ^ — ^ 


amorphous powder 
MS (APCI) 511 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, nBu: n-butyl group 
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Table7(No.l7) 



R 1 — Y / — ^ N=\ 


Ex. Nos. 


R J -Y- 


Physicochemical properties etc. 


281* 




amorphous powder 
MS (APCI) 541 [M+HJ+ 


282* 




amorphous powder 
MS (APCI) 540 [M+H]+ 


283* 


y — n n— \ 

Et N — ' X 


amorphous powder 
MS (APCI) 540 [M+H]+ 


284* 


nBu-N \ — ^ 


amorphous powder 
MS (APCI) 525 [M+H]+ 


285* 


! Me / — ^ 


amorphous powder 
MS(APCr)512[M+H]+ 


286* 




amorphous powder 
MS (APCI) 538 [M+H]+ 


287* 




amorphous powder 
MS (APCI) 554 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, nBu: n-butyl group 
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Table7(No.l8) 



R 1 — Y /-^ N=v 


Ex. Nos. 


R^Y- 


Physicochemical properties etc. 


288* 




amorphous powder 
MS (APCI) 531 [M+H]+ 


289* 


Et N — ' N — 


amorphous powder 
MS (APCI) 547 [M+H]+ 


290* 


nBu-*/ ) — 


amorphous powder 
MS (APCI) 533 [M+H]+ 


291* 


nPr-N y — y 


amorphous powder 
MS (APCI) 519 [M+H]+ 


292* 


OOa. 


amorphous powder 
MS (APCI) 545 [M+H]+ 


293* 




amorphous powder 
MS (APCI) 533 [M+H]+ 


294* 




amorphous powder 
MS (APCI) 491 [M+H]+ 



*: hydrochloride, 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, nBu: n-butyl group 
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Table 7 (No. 19) 



R— \_ /~\ n=\ 

V N ^N X nPr 


Ex. Nos. 


R'-Y- 


Physicochemical properties etc. 


295* 




amorphous powder 
MS (APCI) 505 [M+H]+ 


296* 




amorphous powder 
MS (APCI) 548 [M+H]+ 


297* 


MeO-^^/— 


amorphous powder 
MS (APCI) 535 [M+H]+ 


298* 


Et /-a 


amorphous powder 
MS (APCI) 534 [M+H]+ 


299* 




amorphous powder 
MS (APCI) 519 [M+HJ+ 


300* 




amorphous powder 
MS (APCI) 521 [M+H]+ 


301* 




amorphous powder 
MS (APCI) 532 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, nBu: n-butyl group 
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Table 7 (No. 20) 



R' /— v n=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


302* 


Me 


amorphous powder 

TVvTC ( A T>/~*T\ rA/T-4-tn-l- 
IVlb (Ar<^lJ DDO [JVl-r±lJ-r 


303** 


Me 


amorphous powder 
MS (APCI) 530 [M+H]+ 


304* 


O Me 

N ^Me 


amorphous powder 
MS (APCI) 587 [M+H]+ 


305* 


O f 

•6s 


amorphous powder 
MS (APCI) 577 [M+H]+ 


306* 


f 


amorphous powder 
MS (APCI) 603 [M+H]+ 



*: hydrochloride, **: dihydrochloride 
Me: methyl group, Et: ethyl group 
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Table 7 (No. 21) 



<H^ NH U N 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


307* 




amorphous powder 
MS (APCI) 603 [M+H]+ 


308* 


Me^^-^N^N^^ "Me 


amorphous powder 
MS (APCI) 634 [M+H]+ 


309* 




amorphous powder 
MS (APCI) 608 [M+H]+ 


310* 


Me 


amorphous powder 
MS (APCI) 617 [M+H]+ 


311* 


H 

life 


amorphous powder 
MS (APCI) 563 [M+H]+ 


312* 


Me 


amorphous powder 
MS (APCI) 577 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No. 22) 



R 1 — Y /-^ N=\ 


Ex. Nos. 


R J -Y- 


Physicochemical properties etc. 


313* 




amorphous powder 
MS (APCI) 575 [M+H]+ 


314* 


Me 

N N— \ 


amorphous powder 
MS (APCI) 521 [M+H]+ 


315 


Me x 

Me^^-N^) — 


amorphous powder 
MS (APCI) 521 [M+H]+ 


316* 


Me— v / — v 


amorphous powder 
MS (APCI) 506 [M+H]+ 


317* 


Me 


amorphous powder 
MS (APCI) 536.5 [M+H]+ 


318 




amorphous powder 
MS(APCI)518[M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No. 23) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


319* 


V 


amorphous powder 
MS (APCI) 602 [M+H]+ 


320* 


Me. 


amorphous powder 
MS (APCI) 592 [M+H]+ 


321* 




amorphous powder 

TVVTO / A T>/^»T\ /COO r A if 1 TT*1 , t 

MS (ATC1) OZo [M-r±lJ*r 


322* 


Me^O 
j ike IA 


amorphous powder 
MS (APCI) 576 [M+H]+ 


323* 


HN^S 

ike 


amorphous powder 
MS (APCI) 607 [M+H]+ 


324* 




amorphous powder 
MS (APCI) 602 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 7 (No. 24) 



R 1 / — v N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. j 


325* 


Mes. 

v 

Me 


amorphous powder 
MS (APCI) 598 [M+H]+ 


326* 


Me 


amorphous powder 
MS (APCI) 588 [M+H]+ 


327* 


L XX 


amorphous powder 


328* 


Me^O 

ike 


amorphous powder 
MS (APCI) 572 [M+H]+ 


329* 


Me 
Hl^S 


amorphous powder 
MS (APCI) 603 [M+H]+ 


330* 




amorphous powder 
MS (APCI) 598 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 7 (No. 25) 



^•N^St nPr 


T7-v Mno 
JC/X. INUd. 


Xv 


PTivcifrnoVipmiofil TvrrvnPTTi pq etc 


331* 


V 


amorphous powder 
MS f APCT* 596 rM+TTH- 


332* 




amorphous powder 


333* 


Me K^K. 


amorphous powder 
MS (APC1) 622 [M+H]+ 


334* 


Me^O 
Me K^K. 


amorphous powder 
MS (APC1) 570 [M+H]+ 


335* 


Me 
HN^S 

Me K^K. 


amorphous powder 
MS (APCI) 601 [M+H]+ 


336* 




amorphous powder 
MS (APCI) 596 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 7 (No. 26) 



R 1 / — \ N=\ 


Ex. Nos. 


_ 1 

R 


Physicochemical properties etc. 


337* 


V 

1V16 ^"s^^N, 


amorphous powder 
MS (APCI) 585 [M+H]+ 


338* 




amorphous powder 


339* 


Me^O 

life 


amorphous powder 
MS (APCI) 559 [M+H]+ 


340* 


Me 
HN^S 


amorphous powder 
MS (APCI) 590 [M+H]+ 


341* 


V 

M T~ N TX 


amorphous powder 1 
MS (APCI) 585 [M+H]+ 



*: hydrochloride 
Me: methyl group 
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Example 342 

The corresponding materials are treated in the same manner as described in 
Example 2 to give the compound as shown in the following Table 8. 

Table 8 



R 1 — Y / \ N=\ 


Ex. Nos. 


R*-Y- 


Physicochemical properties etc. 


342 


Me / — v 

Me N — ' ^~ 


amorphous powder 
MS (APCI) 518 [M+H]+ 



5 Me: methyl group, Et: ethyl group 
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Exam ples 343 to 365 

The corresponding materials are treated in the same manner as described in 
Example 3, or Examples 3 and 4(3) to give the compounds as shown in the following 
Table 9. 

5 Table 9 (No. 1) 





i— o 

O 


XT—-/ "M 

V N -Q-R 2 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. 


343 


Hi 


oil 

MS (APCI) 529 [M+H]+ 


344 




amorphous powder 
MS (APCI) 501 [M+H]+ 


345 


XX 
N>/ ¥ s Et 


amorphous powder 
MS (APCI) 515 [M+HJ+ 


346 




amorphous powder 
MS (APCI) 500 [M+H]+ 


347 




amorphous powder 
MS (APCI) 531 [M+H]+ 


348 




amorphous powder 
MS (APCI) 570 [M+H3+ 


349 




amorphous powder 




MS (APCI) 518 [M+H]+ 



Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 9 (No. 2) 





/ — o 

ML 


4 n .n-q. r2 


Ex. Nos. 


-Q-R 2 


Physicochemical properties etc. ' 


350 




amorphous powder 
MS (APCI) 535 [M+H]+ 


351 




oil 

MS (APCI) 521 [M+H]+ 


352 




oil 

MS (APCI) 544 [M+H]+ 



Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 9 (No. 3) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


353** 


OMe 


amorphous powder 
MS (APCI) 530 [M+H]+ 


354** 


OMe 


amorphous powder 
MS (APCI) 544 [M+H]+ 


355** 




amorphous powder 
MS (APCI) 558 [M+H]+ 


356** 


OMe 


amorphous powder 
MS (APCI) 556 [M+H]+ 1 


357** 


OMe 

cncx 


amorphous powder 
MS (APCI) 570 [M+H]+ 


358** 


Me OMe 


amorphous powder 
MS (APCI) 558 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Table 9 (No. 4) 

/ \ N=\ 



Ex. Nos. 


R 1 


Physicochemical properties etc. 


359** 


y? — ^ 

Me2N^X s X^ 


cIIIJaJI Uo jpuwilwl 

MS (APC1) 506 [M+H]+ 


360** 


Et2N^x^\ 


amorphous powder 
MS (APCI) 534 [M+H]+ 


361** 




amorphous powder 
MS (APCI) 532 [M+H]+ 


362** 




amorphous powder 
MS (APCI) 490 [M+H]+ 


363** 


EtaN^^k. 


amorphous powder 
MS(APCI)518[M+H]+ 


364** 




amorphous powder 
MS (APCI) 516 [M+H]+ 


**: dihydrochloride, Me: methyl group, Et: ethyl group 

Table 9 (No. 5) 






Ex. Nos. 


R 1 


Physicochemical properties etc. 


365** 


OMe 


amorphous powder 
MS(APCI)518[M+H]-f 



**: dihydrochloride, Me: methyl group 



5 Example 366 

To a solution of tert-butyl 4-I>T-acetyl-N-[2-(l-pyn-oUdinyl)ethyl]amino]- 
benzoic acid (37 mg, compound obtained in Reference Example 107) in methylene 
chloride (0.2 mL) is added trifluoroacetic acid (0.2 mL), and the mixture is shaken at 
room temperature for one day. The reaction mixture is concentrated and the residue is 

10 subjected to azeotropic distillation successively with chloroform, 4N HCl-dioxane and 
chloroform to give 4-[N-acetyl-N-[2-(l-pyrroUdinyl)ethyl]amino]benzoate hydro- 
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chloride. The product and l-(3-ethoxybenzjd)-4-piperazin-l-yl-lH-pyrazolo[3,4- 
d]pyrimidine dihydrochloride are treated in the same manner (condensation reaction) as 
described in Example 3 and then the resultant product is treated in the same manner as 
described in Example 4(3) to give l-(3-ethoxybenzyl)-4-[4-[4-[N-acetyl-N-[2-(l- 
pynx>Udmyl)emyl]arnmo]benz»yl]piperazm-l-yl]-lH-pyra^ 

hydrochloride (15 mg, yield; 21 %) as an amorphous powder. MS (APC1) m/z; 597 
[M+H] + 

Examples 367 to 380 

The corresponding materials are treated in the same manner as describe in 
Example 366 to give the compounds as shown in the following Table 9.1. 



Table 9.1 (No. 1) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


367 




amorphous powder 
MS (APCI) 637 [M+H]+ 


368* 




amorphous powder 
MS (APCI) 627 [M+H]+ 


369* 




amorphous powder 
MS (APCI) 639 [M+H]+ 


370* 




amorphous powder 
MS (APCI) 623 [M+H]+ 


371* 




amorphous powder 
MS (APCI) 629 [M+H]+ 


372* 


Q^Me 


amorphous powder 
MS (APCI) 599 [M+H]+ 



*: hydrochloride 



Me: methyl group, Et: ethyl group 
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Table 9.1 (No. 2) 



R 1 / — \ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


373* 




amorphous powder 
MS (APCI) 649 [M+H]+ 


374* 


O^Me 


amorphous powder 
MS (APCI) 585 [M+H]+ 


375* 




amorphous powder 
MS (APCI) 627 [M+H]+ 


376* 




amorphous powder 
MS (APCI) 611 [M+H]+ 


377* 




amorphous powder 
MS (APCI) 615[M+H]+ 


378* 




amorphous powder 
MS (APCI) 641 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 9.1 (No. 3) 



V-M)Et 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


379 




amorphous powder 
MS (APCI) 625 [M+H]+ 


380 


Et2N^^ N ^^ 


amorphous powder 
MS (APCI) 651 [M+H]+ 



Me: methyl group, Et: ethyl group 



Example 381 

(1) To 4-hydroxybenzoic acid (1.06 g) is added successively methylene 

5 chloride (30 mL), l-(3-ethoxybenzyl)-4-piperazin^ 

dihydrochloride (3.02 g), 1-hydroxybenzotriazole (1.25 g), triethylamine (3.7 mL) and 
l-e1hyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (1.78 g). The mixture 
is stirred at room temperature for 17 hours. The reaction mixture is diluted with 
chloroform and thereto is added a saturated sodium hydrogencarbonate solution. After 

10 stirring, the organic layer is separated and evaporated to remove solvent The resultant 
residue is purified by flash column chromatography on silica gel (Solvent; chloroform : 
methanol = 50 : 1) to give l-(3-ethoxybenzyl)^[4-(4-hydroxybenzoyl)piperazin-l-yl]- 
lH-pyrazolo[3,4-d]pyrimidine (2.70 g, yield; 80%) as an amorphous powder. MS 
(APCI) m/z: 459 [M+H] + 

15 (2) To a solution of the compound obtained in the above step (1) (250 mg), 3- 

dimethylamino-2,2-dimethyl- 1 -propanol (215 mg), and triphenylphosphine (429 mg) in 
telrahydrofuran (4.0 mL) is added dropwise diisopropyl azodicarboxylate (330 mg) 
under ice-cooling and the mixture is stirred at room temperature overnight. The 
reaction mixture is diluted with methylene chloride (4 mL) and treated with cation- 

20 exchange resin (ISOLUTE SCX; 1ST Ltd., Solvent; methanol : methylene chloride = 1 : 
1 — > IN ammonia/methanol). The resultant crude product is purified by flash column 
chromatography on silica gel (Solvent; chloroform : methanol = 10 : 1) and then the 
product is treated in the same manner as described in Example 4(3) to give l-(3- 
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ethoxybenzyl)^-[4-[4-[3^ 

yl]-lH-pyrazolo[3,4-d]pyrimidine hydrochloride (257 mg, yield; 78%) as an amorphous 
powder. MS (APCI) m/z: 572 [M+H] + 
Examples 382 to 403 

5 The corresponding materials are treated in the same manner as described in 

Example 381 to give the compounds as shown in the following Table 10. 



Table 10 (No. 1) 





Ex. Nos. 


R 1 


Physicochemical properties etc. 


382* 




amorphous powder 
MS (APCI) 558 [M+H]+ 


383* 


Me Me 
Me^^ 0 ^^ 


amorphous powder 
MS (APCI) 558 [M+H]+ 


384* 




amorphous powder 
MS (APCI) 572 [M+H]+ 


385* 




amorphous powder 
MS (APCI) 556 [M+H]+ 


386* 




amorphous powder 
MS (APCI) 572 [M+H]+ 


387* 


Me /=\ 

(5 po- 


amorphous powder 
MS (APCI) 556 [M+EQ+ 


388* 


Me 


amorphous powder 
MS (APCI) 612 [M+H]+ 



*: hydrochloride 



Me: methyl group, Et: ethyl group 
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Table 10 (No. 2) 



R 1 / — \ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


389* 




amorphous powder 
MS (APCI) 606 [M+H]+ 


390* 




amorphous powder 
MS (APCI) 570 [M+H]+ 


391* 




amorphous powder 
MS (APCI) 598 [M+H]+ 


392* 




amorphous powder 
MS (APCI) 553 [M+H]+ 


393* 


Me 


amorphous powder 
MS (APCI) 544 [M+H]+ 


394* 


Me 
Me-^Me 


amorphous powder 
MS (APCI) 586 [M+H]+ 


395* 


Me Me 


amorphous powder 
MS (APCI) 586 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 10 (No. 3) 





Ex. Nos. 


Til 

R 


Physicochemical properties etc. 


396* 




amorphous powder 
MS (APCI) 557 [M+EQ+ 


397* 




aniorpnous powucr 
MS (APCI) 571 [M+H]+ 


398* 


Me 


amorphous powder 
MS (APCI) 585 (M+H]+ 


399* 




amorphous powder 
MS (APCI) 555 [M+H]+ 


400* 




amorphous powder 
MS (APCI) 571 [M+H]+ 


401* 


Me 


amorphous powder 
MS (APCI) 555 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 

Table 10 (No. 4) 





R 1 / — \ N=\ 






Ex. Nos. 


R 1 


Physicochemical properties etc. 


402* 


Me Me 


amorphous powder 
MS (APCI) 557 [M+H]+ 


403* 


Me Me 
Me 2 N v ^C^O v ^x^^ 


amorphous powder 
MS (APCI) 571 [M+H]+ 



5 * : hydrochloride 

Me: methyl group, nPr: n-propyl group 
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Example 404 

(1) The corresponding compound is treated in the same maimer as described in 
Example 381 to give l-(3-ethoxybenzyl)-4-[4-^ 

yl]oxy]benzoyl]piperazm-l-yl]-^ (34 mg, yield; 61%) as 

5 an amorphous powder. MS (APCI) m/z: 642 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (34 mg) in 
methanol (0.5 mL) is added 4N HCl-dioxane (0.1 mL) and the mixture is stirred at room 
temperature overnight. The reaction mixture is evaporated to remove solvent. The 
resultant residue is dissolved in water and lyophilized to give l-(3-ethoxybenzyl)-4- 

10 [4-[4-(4-piperidyloxy)benzoyl]pipe 2hydro- 
chloride (27 mg, yield; 79%) as an amorphous powder. MS (APCI) m/z: 542 [M+H] + 
Examples 405 to 406 

The corresponding materials are treated in the same manner as described in 
Example 404 to give the compounds as shown in the following Table 1 1 . 

15 Table 11 





N 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


405** 




amorphous powder 
MS (APCI) 542 [M+H]+ 


406** 


H 


amoiphous powder 
MS (APCI) 530 [M+H]+ 



dihydrochloride 



Me: methyl group, Et: ethyl group 
Example 407 

(1) Methyl 4-[p*-ethyl-N-(tert-buto (230 
20 mg, compound obtained in Reference Example 81) is treated in the same manner as 

described in Example 1 to give l-(3-ethoxybenzyl)-4-[4-[4-[[N--ethyl-N- (tert-butoxy- 
carbonyl)]ammomethyl]beixz:oyl]pi^ (330 
mg, 2 steps yield; 70%) as an amorphous powder. MS (APCI) m/z: 600 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (330 mg) in 
25 dioxane (2 mL) is added 4N HCl-dioxane (4 mL) and the mixture is stirred at room 
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temperature for 6 hours. To the reaction mixture is added diisopropylether (6 mL,), 
and after stirring, the supernatant is removed (Such washing procedure is repeated 
again). The precipitate is dissolved in water (2 mL) and thereto is added a saturated 
sodium hydrogencarbonate solution (3 mL) and chloroform (3 mL). After standing, 

5 the organic layer is separated and concentrated. The resultant crude product is purified 
by flash column chromatography on NH-silica gel (Purif 8 Hi-flush/L, MORTTEX Inc.; 
Solvent; n-hexane : ethyl acetate = 65 : 35 -> 0 : 100) to give l-(3-eflioxybenzyl)-4-[4- 
[4-(emylanimomethyl)benzoy^ (121 mg, 

yield; 44 %) as an amorphous powder. MS (APCI) m/z: 500 [M+H] + 

10 (3) To a suspension of the compound obtained in the above step (2) (110 mg) in 

water (500 uL) is added 2N HC1 (220 uL) and the mixture is lyophilized to give l-(3- 
ethoxybenzyl)-4-[4-[4-(efliylanimome1hyl)benzoyl]piperazin- 1 -yl]-lH-pyrazolo[3,4-d]- 
pyrimidine dihydrochloride as an amorphous powder. MS (APCI) m/z: 500 [M+H] + 
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Examples 408 to 415 

The corresponding materials are treated in the same manner as described in 
Example 407 to give the compounds as shown in the following Table 12. 



Table 12 



R 1 — Y / — v N=\ 


J3A. IN OS. 


R ! -Y- 


Pliv^ic^cTierriical Tyronerties etc 


408** 




amorphous powder 
MS (APCI) 472 [M+H]+ 


409** 


H 2 N / — v 


amorphous powder 
MS (APCI) 478 [M+H]+ 


410** 




amorphous powder 
MS (APCI) 478 [M+H]+ 


411** 


H 2 N»^ ^"""1 


amorphous powder 
MS (APCI) 464 [M+H]+ 


412** 




amorphous powder 
MS (APCI) 450 [M+H]+ 


413** 




amorphous powder 
MS (APCI) 464 [M+H]+ 


414** 




amorphous powder 
MS (APCI) 478 [M+H]+ 


415*** 


H 


amorphous powder 
MS (APCI) 535 [M+H]+ 



5 **: dihydrochloride, trihydrochloride 

Me: methyl group, Et: ethyl group 
Example 416 

To a solution of the compound obtained in Example 415 (50 mg) and 
triethylamine (50 mg) in methylene chloride is added acetyl chloride (10 mg) and the 
10 mixture is stirred at room temperature for 18 hours. The reaction mixture is diluted 
with, a saturated sodium hydrogencarbonate solution and extracted with chloroform. 
The extract is evaporated to remove solvent and the resultant crude product is purified 
by HPLC (Solvent; 10 mM ammonium carbonate : methanol = 80 : 20 — ► 5 : 95) and 
then the resultant product (l-(3-ethoxybenzylM-[4-[[^^ 
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amino)ethyl]amino]cyclohexyl]c^ 

is treated in the same manner as described in Example 4(3) to give l-(3-ethoxybenzyl)- 
4-[4-[[traos^-(N-acetyl-N-[2-(dimethylainm 

carbonyl]piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidin dihydrochloride (20 mg, yield; 
40 %) as an amorphous powder. MS (APCI) m/z: 577 [M+H] + 
Rxam ples 417 to 421 

The corresponding materials are treated in the same manner as described in 
Example 416 to give the compounds as shown in the following Table 13. 



Table 13 



R 1 , — s N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


417** 


V 

Me 


amorphous powder 
MS (APCI) 603 [M+H]+ 


418** 


Me k>> 


amorphous powder 
MS (APCI) 603 [M+H]+ 


419** 


Me. x^lL^ 
Me Ks\ 


amorphous powder 
MS (APCI) 629 [M+H]+ 


420** 


Me 


amorphous powder 
MS (APCI) 639 [M+H]+ 


421** 


Me-V 5 
We k^V 


amorphous powder 
MS (APCI) 608 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 



Fvflm ple 422 

To a suspension of the compound obtained in Example 410 (40 mg) in 
tetrahydrofuran (1 mL) is added successively potassium carbonate (35 mg) and ethyl 
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iodide (9 jiL), and the mixture is stirred at room temperature overnight The reaction 
mixture is diluted with chloroform (5 mL) and thereto is added a saturated sodium 
hydrogencarhonate solution. After stirring, the organic layer is separated and 
concentrated. The resultant crude product is purified by HPLC (Solvent; 10 mM 
5 ammonium carbonate : methanol = 80 : 20 -> 5 : 95) and then the resultant product is 
treated in the same manner as described in Example 4(3) to give l-(3-ethoxybenzyl)-4- 
[4-[[traiis-4-(N-ethyl-N-methylamino)cyclohexyl]carbon 

pyrazolo[3,4-d]pyrimidine dihydrochloride (13 mg, yield; 31 %) as an amorphous 
powder. MS (APCI) m/z: 506 [M+H] + 
10 Examples 423 to 424 

The corresponding materials are treated in the same manner as described in 
Example 422 to give the compounds as shown in the following Table 14. 



Table 14 



R 1 / — v N =\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


423** 


V"" 11 
Me W 


amorphous powder 
MS (APCI) 520 [M+H]+ 


424** 


N»< V-mi 
Me' W 


amorphous powder 
| MS (APCI) 520 [M+H]+ 



**: dihydrochloride 



15 Me: methyl group, Et: ethyl group, nPr: n-propyl group, iPr: isopropyl group 

Example 425 

(1) To a suspension of the compound obtained in Example 411 (50 mg) in 
dichloromethane (1 mL) is added successively triethylamine (44 |iL) and chloroacetyl 
chloride (9 jxL), and the mixture is stirred for 2 hours under ice-cooling. To the 

20 mixture is added 2M dimethylamine in tetrahydrofuran (0.3 mL) under ice-cooling and 
the mixture is stirred at room temperature overnight The reaction mixture is diluted 
with chloroform (3 mL) and thereto is added a saturated sodium hydrogencarhonate 
solution (5 mL). After stirring, the organic layer is separated and concentrated. The 
resultant crude product is purified by HPLC (Solvent; 10 mM ammonium carbonate : 

25 methanol = 80 : 20 -> 5 : 95) to give l-(3-ethoxybenzyl)- 4-[4-[[trans-4-[N^T- 
(dimethylglycyl)ammo]cyclote 
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pyrimidine (20.4 mg, yield; 40 %) as an amorphous powder. MS (ESI) m/z: 549 
[M+H] + 

(2) The compound obtained in the above step (1) is treated in the same manner 
as described in Example 4(3) to give l<3-emoxybenzyl)^[4-[[ham^|^^-(dimethyl- 
glycyl)anmio]cyclohexyl]carbony 2 
hydrochloride (21.5 mg, yield; 93 %) as an amorphous powder. MS (APC1) m/z: 549 
[M+H] + 

Examples 426 to 433 

The corresponding materials are treated in the same manner as described in 
Example 425 to give the compounds as shown in the following Table 15. 



Table 15 (No. 1) 



R 1 , — \ N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


426** 




amorphous powder 
MS (APCI) 577 [M+H]+ 


427** 


crrxx. 


amorphous powder 
MS (APCI) 575 [M+H]+ 


428** 


Itfe h 


amorphous powder 
MS (APCI) 563 [M+H]+ 


429** 




amorphous powder 
MS (APCI) 591 [M+H]+ 


430** 




amorphous powder 
MS (APCI) 589 [M+H]+ 



**: dihydrochloride 



Me: methyl group, Et: ethyl group 
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Table 15 (No. 2) 



R 1 / — s N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


431 


Me 


amorphous powder 
MS (ESI) 591 [M+H]+ 


432 


Ivle Me 


amorphous powder 
MS (ESI) 577 [M+H]+ 


433 




amorphous powder 
MS (ESI) 603 [M+H]+ 



Me: methyl group 



Et: ethyl group 
Example 434 

(1) To a suspension of the compound obtained in Example 411 (40 mg) in 
tetrahydrofuran (1 mL) is added successively dimetylacetamide (0.2 mL), 1,5- 
diiodopentane (16.6 p,L), and sodium carbonate (28 mg). The mixture is stirred at 
70°C for 23 hours. After cooling, the reaction mixture is diluted with chloroform (3 
mL) and thereto is added a saturated sodium hydrogencarbonate solution (5 mL). 
After stirring, the organic layer is separated and concentrated. The resultant crude 
product is purified by HPLC (Solvent; 10 mM ammonium carbonate : methanol = 80 : 
20 5 : 95) to give l-(3-ethoxybenzyl)-4-[4-[[tr^ 

carbonyl]piperazm-l-yl]-m (12.9 mg, yield: 34 %). MS 

(ESI)m/z: 532 [M+H] + 

(2) The compound obtained in the above step (1) is treated in the same manner 
as described in Example 4(3) to give l-(3-ethoxybenzyl)-4-[4-[[trans-4-(l-piperidyl)- 
cyclohexyl]caAonyl]piperazm^ dihydrochloride 
(1 5.4 mg, yield; quantitatively) amorphous powder. MS (APC1) m/z: 532 [M+H] + 
Example 435 

The corresponding materials are treated in the same manner as described in 
Example 434 to give the compound as shown in the following Table 16. 
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Table 16 







N=\ 

K n 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


435* 


^C n KD" 


amorphous powder 
MS (APCI) 534 [M+H]+ 



*: fumarate 
Et: ethyl group 
Exam ples 436 to 442 

5 The corresponding materials are treated in the same manner as described in 

Example 407 to give the compounds as shown in the following Table 17. 

Table 17 (No. 1) 



EtHN — v 

N 


Ex. Nos. 


R 2 


Physicochemical properties etc. 


436** 


£ >-nPr 


amorphous powder 
MS (APCI) 505 [M+H]+ 


437** 


F Me 


amorphous powder 
MS (APCI) 488 [M+H]+ 


438** 




amorphous powder 
MS (APCI) 499 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 17 (No. 2) 



RHN 


Ex. Nos. 


R 


Physicochemical properties etc. 


439** 


o- 


amorphous powder 
MS (APCI) 532 [M+H]+ 


440** 


iPr 


amorphous powder 
MS (APCI) 506 [M+H]+ 


441** 


nPr 


amorphous powder 
MS (APCI) 506 [M+H]+ 


442** 


Et 


amorphous powder 
MS (APCI) 492 [M+H]+ 



**: dihydrochloride, 



Et: ethyl group, nPr: n-propyl group, iPr: isopropyl group 
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Examples 443 to 500 

The corresponding materials are treated in the same manner as described in 
Example 3 to give the compounds as shown in the following Table 18. 

Table 18 (No. 1) 





Ex. Nos. 


R 2 


Physicochemical properties etc. 


443 


^O^OEt 


amorphous powder 
MS (EST) 519 [M+H]+ 


444 (1) 
(2)* 


-^Q^nPr 


amorphous powder 
MS (APCI) 517 [M+H]+ 


445* 


Me 


amorphous powder 
MS (APCI) 506 [M+H]+ 


446* 


A. 


amorphous powder 
MS (APCI) 558 [M+H]+ 


447* 


-Q 

F Me 


amorphous powder 
MS (APCI) 506 [M+H]+ 


448* 


X)~a 


amorphous powder 
MS (APCI) 508/510 [M+H]+ 


449 


jTVa 


amorphous powder 
MS (ESI) 509 [M+H]+ 


450 




amorphous powder 
MS (ESI) 532 [M+H]+ 


451 


^^O-iPr 


amorphous powder 
MS (ESI) 532 [M+H]+ 



5 hydrochloride 

Me: methyl group,Et: ethyl group, nPr: n-propyl group, iPr: isopropyl group 
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Table 18 (No. 2) 





V— N 


— v N=\ 
N 


Ex. Nos. 


R 2 


Physicochemical properties etc. 


452** 




anioipiious powder 
MS (APCI) 503 [M+H]+ 


453** 




amorphous powder 
MS (APCI) 488 [M+H]+ 


454** 




amorphous powder 
MS (APCI) 519 [M+H]+ 


455** 


jL^X/OMe 


amorphous powder 
MS (APCI) 519 [M+H]+ 


**: ^hydrochloride 

Me: methyl group, Et: ethyl group 






Table 18 (No. 3) 




R 1 ^ N 




Ex. Nos. 


R 1 


Physicochemical properties etc. 


456 


C N, "0""' 


amorphous powder 
MS (APCI) 518 [M+H]+ 



Et: ethyl group 
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Table 18 (No. 4) 



Me. / — NH Me 


Ex. Nos. 


R 2 


Physicochemical properties etc. 


457** 




amorphous powder 
MS (APCI) 543 [M+H]+ 


458** 




amorphous powder 
MS (APCI) 542 [M+H]+ 


459** 


r- S v 

f /^nPr 


amorphous powder 
MS (APCI) 548 [M+H]+ 


460** 




amorphous powder 
MS (APCI) 544 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 18 (No. 5) 



R 1 -(0)q— Y 


F 


Ex. Nos. 


R'-COfa-Y 




Physicochemical properties etc. 


461* 


Me 0~ NMe * 


amorphous powder 
MS (APCI) 588 [M+H]+ 


462* 


0 2 N 


amorphous powder 
MS (APCI) 574 [M+H]+ 


463* 


Et i 


amorphous powder 
MS (APCI) 609 [M+H]+ 


464* 


O Ma 


E-isomer 
amorphous powder 
MS (APCI) 554 [M+H]+ 


465* 




E-isomer 
amorphous powder 
MS (APCI) 631 [M+H]+ 


466* 




amorphous powder 
MS (APCI) 529 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 18 (No. 6) 





*> 


N 


Ex. Nos. 


R'-Y- 


R 2 


Physicochemical properties etc. 


467* 




£ /)^nPr 


amorphous powder 
MS (APCI) 571 [M+H]+ 


468* 


1 — \ 


IF >~nPr 


amorphous powder 
MS (APCI) 546 [M+H]+ 


469* 


IVIo IN / 

O z N 




amorphous powder 
MS (APCI) 586 [M+H]+ 


470* 






amorphous powder 
MS (APCI) 566 [M+H]+ 


471* 


1 \ 




amorphous powder 
MS (APCI) 541 [M+H]+ 


472* 


Me-N^N-/"^— 
0 2 N 


^XnPr 


amorphous powder 
MS (APCI) 585 [M+H]+ 


473* 






amorphous powder 
MS (APCI) 620 [M+H]+ 


474* 






amorphous powder 
MS (APCI) 565 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 18 (No. 7) 



R 1.( 0 )q— Y / . N=\ 

N 


Ex. Nos. 


K l -(0)q-Y- 


R 2 


Physicochemical properties etc. 


475* 






amorphous powder 
MS (APCI) 642 [M+H]+ 


476* 






amorphous powder 
MS (APCI) 540 [M+H]+ 


477* 






amorphous powder 
MS (APCI) 574 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 



WO 2004/064721 



PCT/JP2004/000617 



111 



Table 18 (No. 8) 





Ex. Nos. 


R 2 


Physicochemical properties etc. 


478 


■^N OEt 


amorphous powder 
MS (APCI) 573 [M+H]+ 


479* 


-Q 

F Me 


amorphous powder 
MS (APCI) 560 [M+H]+ 


480 




amorphous powder 
MS (APCI) 557 [M+HJ+ 


481 


D >~nPr 


amorphous powder 
MS (APCI) 577 [M+H]+ 


482* 


-^^OMe 


amorphous powder 
MS (APCI) 576 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 18 (No 9) 



Me 

Me— ( 

Q 

N 


Ex. Nos. 


R 


x^ny si co cneim cai properties etc. 


483 


-^^^O-iPr 


amorphous powder 

TV/TO / AT>/^T\ Z>1A nV/f4-"Pri-l- 


484* 


' N Et 


amorphous powder 

Mo (ArL/1) OUD [lVL-hJHLJ"r 


485 


J[ ^ NHEt 


amorphous powder 
MS (APCI) 526 [M+H]+ 


486* 




atnoipiioub puwucr 
MS (APCI) 508 [M+H]+ 


487 


•^N^OEt 


amorphous powder 
MS (APCI) 521 [M+H]+ 


488 


F Me 


amorphous powder 
MS (APCI) 508 [M+H]+ 


489* 


JT />-nPr 


amorphous powder 
MS (APCI) 525 [M+H]+ 


490* 




amorphous powder 
MS (APCI) 506 [M+H]+ 


491 


F OMe 


atnorphous powder 
MS (APCI) 524 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, nPr: n-propyl group, iPr: isopropyl group 



WO 2004/064721 



PCT/JP2004/000617 



113 



Table 18 (No.10) 



Q 

— ( / — \ N=\ 








492 


Apr 


amorphous powder 
A/re npcn «i nv/T+TTH- 


493 




amorphous powder 
MS (ESI) 533 [M+H]+ 


494 




fimrvrrVhrvn^i tinwHpf 

CUUUl LFlll^U-O UV/WUvl 

MS (ESI) 572 [M+H]+ 


495 


-Q 

F Me 


amorphous powder 
MS (EST) 520 [M+H]+ 


496 




' amorphous powder 
MS (ESI) 537 [M+H]+ 


497 


-^^O-nPr 


amorphous powder 
MS (ESI) 546 [M+H]+ 


498 


A, 


amorphous powder 
MS (ESI) 522/524 [M+H]+ 


499 


F OMe 


amorphous powder 
MS (ESI) 536 [M+H]+ 



Me: methyl group, Et: ethyl group, nPr: n-propyl group 
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Table 18 (No. 11) 




R 






4 N .N_A^k 0Et 


Ex. Nos. 


R 


Physicochemical properties etc. 


500 


Me 


amorphous powder 
MS (APCI) 546 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 501 to 567 

The corresponding materials are treated in the same maimer as described in 
Example 1 to give the compounds as shown in the following Table 19. 

Table 19 (No. 1) 



O v 



,R 2 



Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


501 


Met/ /N~ \ 


-^N^n-Pr 


amorpnous powuer 
MS (ESI) 560 [M+H]+ 


502 


Me /— 

y — n 

Me Me 


^Xn-Pr 


amorphous powder 
MS (ESI) 533 [M+H]+ 


503 


MeN^ ^N~\ 




amorphous powder 
MS (ESI) 561 [M+H]+ 


504 


MeN-^ 




amorphous powder 
MS (ESI) 575 [M+H]+ 


505 


O n— \ 




amorphous powder 
MS (ESI) 531 [M+H]+ 


506 


Et \ 




amorphous powder 
MS (ESI) 533 [M+H]+ 


507 


Me 


-^Xn-Pr 


amorphous powder 
MS (ESI) 549 [M+H]+ 


508 






amorphous powder 
MS (ESI) 532 [M+H]+ 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 2) 





Ex. Nos. 


R 


Physicochemical properties etc. 




Me 


amorphous powder 
MS (ESI) 602 [M+H]+ 


510 


Me 
i 

Me 


amorphous powder 

A/TO /Tjcrv c^o nV/T-l-Tn4- 


^1 1 


Et 

Me 


amorphous powder 
MS (ESI) 590 [M+H]+ 


512 


Me 


amorphous powder 
MS (ESI) 596 [M+H]+ 


513 


MeN s , N ^V 


amorphous powder 
MS (ESI) 574 [M+H]+ 


514 


MeO^\ N ^ 
Me^Me 


amorphous powder 
MS (ESI) 577 [M+H]+ 


515 


H 2 N V - y 


amorphous powder 
MS (ESI) 588 [M+H]+ 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 3) 





Ex. Nos. 


R 


Physicochemical properties etc. 


516 


N — x. 


amorphous powder 
MS (ESI) 534 [M+HJ+ 


517 


Me 
Me— ( 


amorphous powder 
MS (ESI) 534 [M+H]+ 


518 


Me 


amorphous powder 
MS (ESI) 550 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 19 (No.4) 



b 


Ex. Nos. 


R 


Physicochemical properties etc. 


519 


Me 


amorphous powder 
MS (EST) 603 [M+H]+ 


520 


Et 

Me 


amorphous powder 
MS (EST) 591 [M+H]+ 


521 


Me 


amorphous powder 
MS (ESI) 597 [M+ITJ+ 


522 


Me-^Me 


amorphous powder 
MS (ESI) 578 [M+H]+ 


523 


H 2 N N — ' N 


amorphous powder 
MS (ESI) 589 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 19 (No. 5) 



Me, 

N— v. Me 
Me' N — M 

>=N 


Ex. Nos. 


R 2 


Physicochemical properties etc. 


524* 




amorphous powder 
MS (APCI) 612 [M+H]+ 


525* 


XXe 


amorphous powder 
MS (APCI) 613 [M+H]+ 


526* 


JT />-n-Pr 


amorphous powder 
MS (APCI) 618 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 6) 





Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


527* 


W-'Vv / 
Me 


-XXn-Pr 


amorphous powder 
MS (APCI) 525 [M+H]+ 


528* 


Me x = / 




amorphous powder 
MS (APCI) 526 [M+H]+ 


529* 




jCX OEt 


amorphous powder 
MS (APCI) 550 [M+H]+ 


530* 




jCX OEt 


amorphous powder 
MS (APCI) 554 [M+H]+ 


531* 


< z >- C n a=/ 




amorphous powder 
MS (APCI) 552 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 7) 



N 



Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


532* 


1 1 

Me 




amorphous powder 
MS (APCI) 527 [M+H]+ 


533* 


1 

Me 




amorphous powder 
MS (APCI) 528 [M+H]+ 


534* 


Me 


IT >-n-Pr 


amorphous powder 
MS (APCI) 533 [M+H]+ 


535* 


i 

i Et 




amorphous powder 
MS (APCI) 556 [M+H]+ 


536* 


a — • 




amorphous powder 
MS (APCI) 554 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 



Table 19 (No. 8) 



(n-Pr) 2 N^ 



/-^ N=n 

C>v> 



Ex. Nos. 


R 2 


Physicochemical properties etc. 


537 


-"O^n-Pr 


amorphous powder 
MS (ESI) 547 [M+H]+ 


538* 


/OL OEt 


amorphous powder 
MS (ESI) 548 [M+H]+ 


539 


JT />— n-Pr 


amorphous powder 
MS (ESI) 553 [M+H]+ 



*: hydrochloride 

Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 9) 





Ex. Nos. 


R' 


Physicochemical properties etc. 


540* 


MezN- 


amorphous powder 
MS (APCI) 656/658 [M+H]+ 


541* 


EtzN- 


amorphous powder 
MS (APCI) 684/686 [M+H]+ 


542* 


O 


amorphous powder 
MS (APCI) 682/684 [M+KQ+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 19 (No. 10) 





Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


543** 


N- 

Me 


-^NfSi-Pr 


amorphous powder i 
MS (APCI) 513 [M+H]+ 


544** 


On' 
Me 


N n-Pr 


amorphous powder 

ivio ^/vr wij jjj |_iwrrnjT 


545** 


v 

Me 




amorphous powder 
MS (APCI) 514 [M+H]+ 




Oy 

1 

Me 




amorphous powder 
MS (APCI) 554 [M+H]+ 


547** 


N— 
Me' 


F Me 


amorphous powder 
MS (APCI) 502 [M+H]+ 


548** 


Me 


F Me 


amorphous powder 
MS (APCI) 542 [M+H]+ 


549** 


E V 

Me 


X >- n - pr 


amorphous powder 
MS (APCI) 519 [M+H]+ 


550** 


Me 


JL ,»-n-Pr 


amorphous powder 
MS (APCI) 559 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 11) 



q F 


Ex. Nos. 


R' 


R" 


Physicochemical properties etc. 


551** 


Et 2 N- 


Me 


amorphous powder 
MS (APCI) 585 [M+H]+ 


552** 


(lie 




amorphous powder 
MS (APCI) 661 [M+H]+ 


553** 






amorphous powder 
MS (APCI) 687 [M+H]+ 


554** 




cr 


amorphous powder 
MS (APCI) 701 [M+H]+ 


555** 




0^ 


amorphous powder 
MS (APCI) 689 [M+H]+ 



dihydrochloride 
Me: methyl group, Et: ethyl group 
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Table 19 (No. 12) 





Ex. Nos. 


R' 


R 


Physicochemical properties etc. 


556* 


o- 


XX p 

n-Pr 


amorphous powder 
MS (APCI) 701 [M+Hj+ 


557* 


of \l— 

x * 


ins n-rT 


amorphous powder 


558* 


Me 




amorphous powder 
MS (APCI) 689 [M+H]+ 


559* 






amorphous powder 
MS (APCI) 715 [M+H]+ 


560* 


<y 




amorphous powder 
MS (APCI) 702 |M+H]+ 


561* 


/ — s 

QN— 


^C^OEt 


amorphous powder 
MS (APCI) 718 [M+H]+ 


562* 


Me 




amorphous powder 
MS (APCI) 690 [M+H]+ 


563* 




j0^ OEt 


amorphous powder 
MS (APCI) 716 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 19 (No. 13) 



Me. 



N- 



Me ^—Q 
HO 



Ex. Nos. 


R 2 


Physicochemical properties etc. 


564* 


-Xsf^n-Pr 


amorphous powder 
MS (APCI) 545 [M+H]+ 


565* 


jO* OEt 


amorphous powder 
MS (APCI) 546 [M+H]+ 


*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 

Table 19 (No. 14) 








Ex. Nos. 


R* 


Physicochemical properties etc. 


566 




amorphous powder 
MS (ESI) 548 [M+H]+ 


567 




amorphous powder 
MS (ESI) 546 [M+H]+ 



Et: ethyl group 
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Examples 568 to 577 

The corresponding materials are treated in the same manner as described in 
Example 381 to give the compounds as shown in the following Table 20. 

Table 20 (No. 1) 



Ex. Nos. 



568* 



569* 



570* 



R'-Q 




OEt 



R' 



EU 



Et Me Me 



Me— N 




Me, 




Physicochemical properties etc. 



amorphous powder 
MS (APC1) 600 [M+HTJ+ 



amorphous powder 
MS (APCI) 556 [M+H]+ 



amorphous powder 
MS (APCI) 558 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 



Table 20 (No. 2) 



R'-O Me 

4 N .N~A^ OEt 


Ex. Nos. 


R' 


Physicochemical properties etc. 


571* 


Me 


amorphous powder 
MS (APCI) 558 [M+H]+ 


572* 


Me. N ^\ 
Me 


amorphous powder 
MS (APCI) 572 [M+H]+ 


573* 


C N ^ 


amorphous powder 
MS (APCI) 584 [M+HJ+ 


574* 


Me Me 


amorphous powder 
MS (APCI) 600 [M+H]+ 



*: hydrochloride 
10 Me: methyl group, Et: ethyl group 
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Table 20 (No. 3) 



O-R' 


Ex. Nos. 


R' 


Physicochemical properties eta 


575* ! 


Me 


amorphous powder 
MS (APCI) 544 [M+H]+ 


576* 




amorphous powder 
MS (APCI) 556 [M+H]+ 


577* 


Me 
Me Me 


amorphous powder 
MS (APCI) 572 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 578 to 616 

The corresponding materials are treated in the same manner as described in 
Example 366 to give the compounds as shown in the following Table 21 . 

Table 21 (No. 1) 



Me, 

Me-N Me 
Me 



Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


578 


Me 


X >- n - pr 


amorphous powder 
MS (APCI) 618 [M+HJ+ 


579 


Me 


^ N n-Pr 


amorphous powder 

ivio \^/\irv-/i/ uiz> LJ.vi i xxj ' 


580* 


Me 


jCX OEt 


amorphous powder 
MS (APCI) 613 [M+H]+ 


581* 


Me 




amorphous powder 
MS (APCI) 601 [M+H]+ 


582* 


~< 


^O^n-Pr 


amorphous powder 
MS (APCI) 638 [M+H]+ 


583* 


-< 


'J^-OEt 


amorphous powder 
MS (APCI) 640 [M+H]+ 


584* 


-< 




amorphous powder 
MS (APCI) 639 [M+H]+ 


585* 


-< 


F 


amorphous powder 
MS (APCI) 627 [M+H]+ 


586* 




x y- n - pr 


amorphous powder 
MS (APCI) 644 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr n-propyl group 
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Table 21 (No. 2) 



Me 2 N Me n 
Me ^— N 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


587* 


(E) - Me^ 


^N^OEt 


amorphous powder 
MS (APCI) 640 [M+H]+ 


588* 






amorphous powder 
MS (APCI) 639 [M+H]+ 


589* 


< E) - Me^ 




amorphous powder 
MS (APCI) 627 [M+H]+ 


590 




^O^n-Pr 


amorphous powder 
MS (APCI) 664 [M+H]+ 


591* 






amorphous powder 
MS (APCI) 666 [M+H]+ 


592 






amorphous powder 
MS (APCI) 665 [M+H]+ 


593 




F Me 


amotphous powder 
MS (APCI) 653 [M+H]+ 


594* 




I >-n-Pr 


amorphous powder 
MS (APCI) 670 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 21 (No. 3) 



Me 2 N Me W ^ 

>0-Q ■ 


Ex. Nos. 


R' 




Physicochemical properties etc. 


595* 


Et 




amorphous powder 
MS (APCI) 598 [M+H]+ 


596* 






amorphous powder 
MS (APCI) 524 [M+H]+ 


597* 


n-Pr 




amorphous powder 
MS (APCI) 613 [M+H]+ 


598* 


Et 


j0^ OEt 


amorphous powder 
MS (APCI) 599 [M+H]+ 


599* 




j0^ OEt 


amorphous powder 
MS (APCI) 625 [M+H]+ 


600* 


i-Bu 


/O^oEt 


amorphous powder 
MS (APCI) 627 [M+HJ+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, i-Bu: isobutyl group 
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Table 21 (No. 4) 





Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


601* 


Et 


F Me 


amorphous powder 
MS (APCI) 587 [M+H]+ 


602* 




F Me 


amorphous powder 
MS (APCI) 613 [M+H]+ 


603* 


Et 


IF />-n-Pr 


amorphous powder 
MS (APCI) 604 [M+H]+ 


604* 






amorphous powder 
MS (APCI) 630 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 21 (No. 5) 



R' 

Me /—H 

o v - 


\ N=\ 

Kl /; kj 


Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


605* 




s 

£ />-n-Pr 


amonYhous oowder 
MS (APCI) 588 [M+H]+ 


606* 




im n-rr 


CUllUJL LJLm\J\*0 L/U W U vl 

MS (APC1) 582 [M+H]+ 


607* 


Et 


-^0"n-Pr 


fimrvrnTioim nnwHfti* 

CLLU.V/X WO UUWUvl 

MS (APCI) 556 [M+H]+ 


608* 


Me 




arn rvrrVh rn 1 ^ nnwder 

tULJULWJL L/XJV LAO UUWUvl 

MS (APCI) 542 [M+H]+ 


609* 




j0^ OEt 


amorphous powder 
MS (APCI) 583 [M+H]+ 


610* 


Et 




amorphous powder 
MS (APCI) 557 [M+H]+ 


611* 


Me 


jO^QEt 


amorphous powder 
MS (APCI) 543 [M+H]+ 


612* 




A* 

F 


amorphous powder 
MS (APCI) 571 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 21 (No. 6) 



R' 


Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


613* 


Et 


F Me 


amorphous powder 
MS (APC1) 545 [M+H]+ 


614* 


Me 


F 


amorphous powder 
MS (APC1) 531 [M+H]+ 


615* 


Et 


lf S >-n-Pr 


amorphous powder 
MS (APCI) 562 [M+H]+ 


616* 


Me 


£ />~n-Pr 


S amorphous powder 

MS (APCI) 548 [M+H]+ 



*: hydrochloride 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
Example 617 

(1) Trans-4-[N-methyl-N-ft 

carboxylic acid (compound obtained in Reference Example 239) is treated in the same 
manner as described in Example 3 to give l-(3-ethoxybenzyl)-4-[4-^ 
N-(tert-butoxycarbonyl)aminomethyl]cyclohexyl]carbonyl]piperazm 
pyrazolo[3,4-d]pyrimidine as an amorphous powder. MS (APCI) m/z; 592 [M+H] + 

(2) The compound obtained in the above step (1) is treated in the same manner 
as described in Example 404(2) to give l-(3-etihoxybenzyl)-4-[4-[[ 
aminomethyl)cyclohexyl]c^onyl]p^ 

dihydrochloride as an amorphous powder. MS (APCI) m/z; 492 [M+H] + 
Example 618 

(1) 4-[[2-(dimethylamino)e^yl]amino]-3-methylbenzoic acid hydrochloride 
(compound obtained in Reference Example 251) is treated in the same manner as 
described in Example 3 to give l-(3-ethoxybenzyl)-444-[3-methyM-[2-(dimethyl- 
ammo)ethylammo]benzoyl]piperazm^ as an 

amorphous powder. MS (APCI) m/z; 543 [M+H] + 
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(2) To a solution of the compound obtained in the above step (1) (50 mg) in 
1,2-dichloroethane (1 mL) is added successively acetaldehyde (10 p,L), acetic acid (10 
p.L) and sodium triacetoxyborohydride (29 mg) under ice-cooling. The mixture is 
stirred at room temperature overnight To the reaction mixture is further added 

5 successively acetaldehyde (10 jiL), acetic acid (10 pL), and sodium triacetoxy- 
borohydride (29 mg). The mixture is stirred at room temperature overnight. To the 
reaction mixture is added a saturated sodium hydrogencarbonate solution and the 
mixture is extracted with chloroform. The extract is concentrated and the residue is 
purified by HPLC (Solvent; 10 mM ammonium carbonate : methanol = 80 :20 — ► 5 : 

10 95). The resultant product is treated in the same maimer as described in Example 4(3) 
to give 1 -(3-ethoxybenzyl)-4-[4-[3-me 

amino]benzoyl]pipera2in-l-yl]-m 2 hydrochloride (22 mg, 

yield; 37 %) as an amorphous powder. MS (APCI) m/z; 571 [M+H] + 
Examples 619 to 629 

15 The corresponding materials are treated in the same manner as described in 

Example 618 to give the compounds as shown in the following Table 22. 



Table 22 (No. 1) 



R, \ 

Hop 1 


Ex. Nos. 


R' 


R" 


Physicochemical properties etc. 


619 


cr 


H 


amorphous powder 
MS (ESI) 568 [M+H]+ 


620 


i-Pr 


H 


amorphous powder 
MS (ESI) 520 [M+H]+ 


621 


o 


H 


amorphous powder 
MS (EST) 546 [M+H]+ 


622 






amorphous powder 
MS (ESI) 586 [M+H]+ 


! 623 


i-Bu 


H 


amorphous powder 
MS (ESI) 534 [M+H]+ 


624* 


Et 


H 


amorphous powder 
MS (APCI) 506 [M+HJ+ 



*: hydrochloride, Et: ethyl group, i-Pn isopropyl group, i-Bu: isobutyl group 
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Table 22 (No. 2) 



R' 

N 


Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


625** 


i-Bu 


XX OEt 


amorphous powder 
MS (APC1) 599 [M+H]+ 


626** 


r< 


XX OEt 


amorphous powder 
MS (APCI) 597 [M+H]+ 


627** 


Me 


^C^n-Pr 


amorphous powder 
MS (APCI) 556 [M+H]+ 


628** 


Et 




amorphous powder 
MS (APCI) 570 [M+H]+ 


629** 


i-Bu 




amorphous powder 
MS (APCI) 598 [M+H]+ 



**: dihydrochloride 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, i-Bu: isobutyl group 
Example 630 

5 (1) To a solution of l-(3-ethoxybenzyl)-4-(l-piperadinyl)-lH-pyrazolo[3,4- 

d]pyrimidine dihydrochloride (60 mg) in methylene chloride (1.2 mL) is added N,N- 
diisopropylethylamine (85 pL) and 4-nitrophenyl chloroformate (49 mg) at 0°C, and the 
mixture is stirred at room temperature for 2.5 hours. The reaction mixture is diluted 
with chloroform (1 mL) and thereto is added a saturated sodium hydrogencarbonate 

10 solution (1.5 mL). After stirring, the organic layer is separated and the aqueous layer 
is extracted with chloroform. The organic layers are combined, dried over sodium 
sulfate, and filtered. The filtrate is concentrated and the residue is purified by column 
chromatography on silica gel (Solvent; n-hexane : ethyl acetate = 9 : 1 — > 0 : 10) to give 
l-(3-ethoxyben2yl)-4-[4-^ 

15 d]pyrimidine (72 mg, yield; 100 %) as an amorphous powder. MS (APCI) m/z; 504 

|M+H] + 

(2) To a solution of the compound obtained in the above step (1) (25 mg) in 
N,N-dimethylformamide (1.5 mL) is added N,N-dusopropylethylamine (51 jxL) and 4- 
(l-pyrroUdinyl)piperidine (65 mg) at room temperature and the mixture is stirred at 
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70°C for 4 hours. After cooling, the reaction mixture is diluted with chloroform (1 
mL) and thereto is added a saturated sodium hydrogencarbonate solution (1.5 mL). 
After stirring, the organic layer is separated and the aqueous layer is extracted with 
chloroform. The organic layers are combined, dried over sodium sulfate, and filtered. 
5 The filtrate is concentrated and the residue is purified by column chromatography on 
silica gel (Solvent; chloroform : methanol = 10 : 0 — ► 85 : 15) to give l-(3-ethoxy- 
benzyl)-4-[4-[[4-(l -pyrrolidinyl)piperidin- 1 -yl]carbonyl]piperazin-l-yl]-lH-pyrazolo- 
[3,4-d]pyrimidine (19 mg, yield; 73 %) as an amorphous powder. MS (APCI) m/z; 
519 [M+H] + 

10 (3) The compound obtained in the above step (2) (19 mg) is treated in the same 

manner as described in Example 4(3) to give l-(3-ethoxj^enzyl)^-[4-[[4-(l-pyrrolidin- 
yl)piperidm-l-yl]carbonyl]piper 2 hydro- 

chloride as an amorphous powder. MS (APCI) m/z; 519 [M+H] + 
Examples 631 to 632 

15 The corresponding materials are treated in the same manner as described in 

Example 630 to give the compounds as shown in the following Table 23. 



Table 23 







N=\ 


Ex. Nos. 


R 1 


Physicochemical properties etc. 


631** 


oo- 


amorphous powder 
MS (APCI) 533 [M+H]+ 


632** 


c C N- C N ~ 


amorphous powder 
MS (APCI) 535 [M+H]+ 



**: dihydrochloride 



Et: ethyl group 
20 Example 633 

(1) Methyl 4-[[l-(tert-butoxycarbonylaininomethyl)-l-cyclopropyl]methoxy]- 
benzoate (compound obtained in Reference Example 235, 245 mg) is treated in the 
same manner as described in Example 1 to give 1 -(3-ethoxybenzyl)-4-[4-[4-[[l -(tert- 
butoxycaibonylaminomethyl)- 1 -cyclopropyl]methoxy]benzoyl]piperazin- 1 -yl]-lH- 

25 pyrazolo[3,4-d]pyrimidine (380 mg, yield; 98 %) as colorless liquid. MS (APCI) m/z; 
642.5 [M+H] + 

(2) The compound obtained in the above step (1) (100 mg) is treated in the 
same maimer as described in Example 404(2) to give l-(3-ethoxybenzyl)-4-[4-[4-[[l- 
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(aminomethyl)- 1 K>yclopropyl]methoxy]benzo^ 

pyrimidine dihydrochloride (crade product) and the product is treated in the same 
manna: as described in Example 618(2) l-(3-ethoxybenzyl)-4-[4-[4-[[l-(dimethyl- 
ammomethyl)-l -cyclopropyljmetto 

pyrimidine hydrochloride (33 mg, yield; 34 %) as an amorphous powder. MS (APCI) 
m/z; 570 [M+H] + 
Examnles 634 to 636 

The corresponding materials are treated in the same manner as described in 
Example 633 to give the compounds as shown in the following Table 24. 



Table 24 



r'-o : 
VN^Aoa 


Ex. Nos. 


R* 


Physicochemical properties etc. 


634* 


Me s / — v 
Me 


amorphous powder 
MS (APCI) 584 [M+H]+ 


635* 


Me 
Me— \ 
Me 


amorphous powder 
MS (APCI) 586 [M+H]+ 


636* 


Me / — ' 

N — C 
Me' '"Me 


amorphous powder 
MS (APCI) 558 [M+H]+ 



*: hydrochloride 



Me: methyl group, Et: ethyl group 
Example 637 

1 -(3-Ethoxyben^l)-4-[4-[3-methyM^ 
piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine (compound obtained in Example 618(1)) 
is treated in the same manner as described in Example 416 to give l-(3-Ethoxybenzyl)- 
4-[4-[3-methyl-4-[N-acety^ 1 -yl]- 

lH-pyrazolo[3,4-d]pyrimidine (26 mg, yield; 42 %) as an amorphous powder. MS 
(APCI) m/z; 585 [M+H] + 
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Examples 638 to 650 

The corresponding materials are treated in the same manner as described in 
Example 637 to give the compounds as shown in the following Table 25. 

Table 25 (No. 1) 



R' 

Me x _jT-M / Me 


XiX. IN OS. 


IV 


R 2 


Phvsico chemical Twooerties etc. 

JL U Y Ol vU vll villi vol vi kiv j viv« 


638* 




A* 


amorphous powder 
MS (APCI) 636 [M+H]+ 


639* 






amorphous powder 
MS (APCI) 611 [M+H]+ 


640* 






E-isomer 
amorphous powder 
MS (APCI) 611 [M+H]+ 


641* 






amorphous powder 
MS (APCI) 637 [M+H]+ 


642* 


Of 


/OL OEt 


amorphous powder 
MS (APCI) 683 [M+H]+ 


643* 


MeCO- 




amorphous powder 
MS (APCI) 584 [M+H]+ 


644* 




-^Cf^n-Pr 


amorphous powder 
MS (APCI) 610[M+H]+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 25 (No. 2) 



R' 

Me x .^r-N, Me 

O — 


v N=\ 


Ex. Nos. 


R' 


R 2 


PTivoicncTiemical r>rot>erties etc 


645* 


O 


-^O^n-Pr 


amorphous powder 
MS (APCI) 610 [M+H]+ 


646* 


of 


^O^n-Pr 


amorphous powder 
MS (APCI) 682 [M+H]+ • 


647* 


MeCO- 


£ /)-n-Pr 


amorphous powder 
MS (APCI) 590 [M+H]+ 


648* 


MeCO- 


-^C^OEt 


amorphous powder 
MS (APCI) 586 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 

Table 25 (No. 3) 





Me 
Me 


R' 
/ — N 

o — ' 


Ms/ 1 1 


Ex. Nos. 


R' 


R 2 


Physicochemical properties etc. 


649* 


O 

H 3 C-S— 

o 




amorphous powder 
MS (APCI) 607 [M+H]+ 


650* 


Or- 




amorphous powder 
MS (APCI) 669 [M+H]+ 



5 * : hydrochloride 

Me: methyl group, Et: ethyl group 
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Example 651 

(1) Ethyl tram^-(methoxymethoxy)cyclohexanecarboxylate (compound 
obtained in Reference Example 237, 2.0 g) is treated in the same manner as described in 
Example 1 to give l-(3-ethoxybenzyl)^[4-[[1xam^(metiioxymethoxy)cyclohexyl]- 

5 carbonyl]piperazm-l-yl]-lH-^ (2.88 g, yield; 78 %) as an 

amorphous powder. MS (APC1) m/z; 509 [M+H] + 

(2) To a suspension of the compound obtained in the above step (1) (2.8 g) in 
ethanol (20 mL) is added cone, hydrochloric acid (2.0 mL) and water (0.2 mL), and the 
mixture is stirred at 80°C for 1 hour. The reaction mixture is diluted with ether and the 

10 resultant crystals are collected by filtration to give l-(3-ethoxybenzyl)-4-[4-[(trans-4- 
hydroxycyclohexyl)carbonyl]piperari^ hydro- 
chloride (2.81 g, yield; 99 %) as colorless crystals. MS (APCI) m/z; 465 [M+H] + 

(3) To a suspension of the compound obtained in the above step (2) (50 mg) in 
toluene (0.5 mL) is added 2-(dimethylamino)ethyl chloride hydrochloride (80 mg) and 

15 sodium hydride (60 % dispersion in mineral oil, 50 mg), and the mixture is stirred at 
100°C for 2 days. To the reaction mixture is added water and the mixture is extracted 
with chloroform. The extract is concentrated in vacuo and the residue is purified by 
flash column chromatography on silica gel (Solvent; ethyl acetate) and then the 
resultant product is treated in the same manner as described in Example 4(3) to give 1- 

20 (3-ethoxybenzyl)-4-[4-[[1rans-4-[2-(dm 

piperazin-l-yl]-lH-pyrazolo[3,4-d]pyriimdine hydrochloride (14 mg, yield; 24 %) as an 
amorphous powder. MS (APCI) m/z; 536 [M+H] + 
Example 652 

Methyl 4-[(2S)-2-(tert-butoxycarbonylamino)-4-methylpentyloxy]benzoate 
25 (compound obtained in Reference Example 285, 256 mg) is treated in the same manner 
as described in Example 1 to give l-(3-ethoxybenzyl)-4-[4-[4-[(2S)-2-(tert-butoxy- 
caibonylamino)-4-methylpentyloxy]benzoyl]piperazin- 1 -yl]-l H-pyrazolo[3 ,4-d]- 
pyrimidine (400 mg, yield; 99 %) as a colorless oil. MS (APCI) m/z; 659 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (50 mg) in 
30 tetrahydrofuran (3 mL) is added sodium hydride (60 % dispersion in mineral oil; 10 mg) 
under ice-cooling and the mixture is stirred for 0.5 hour. To the mixture is added 
dropwise methyl iodide (55 mg) and the mixture is stirred at room temperature for 3 
hours. To the reaction mixture is added water and the mixture is extracted with ethyl 
acetate. The extract is concentrated and the residue is purified by flash column 
35 chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 9 : 1 — ► 1 : 9) to 
give l-(3-ethoxybenzyl)^[4-[4-[(2S)~2-^ 
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memylpentyloxy]benzoyl]piperazm-l-ylH^ (35 mg, yield; 

67 %) as a colorless oil. MS (APCI) m/z; 672 [M+H] + 

(3) The compound obtained in the above step (2) is treated in the same manner 
as described in Example 404(2) to give l-(3-ethoxybenzyl)-4-[4-[4-[(2S)-2-(methyl- 
amino)-4-mettiylpentyloxy]benzoyl]piperazin-l -yl]- lH-pvrazolo[3,4-d]pyrimidine (1 5 
mg, yield; 46 %) as an amorphous powder. MS (APCI) m/z; 572 [M+H] + 
Example 653 

The corresponding materials are treated in the same manner as described in 
Example 652 to give the compound as shown in the following Table 26. 



Table 26 





Ex. Nos. 


R' 


Physicochemical properties etc. 


653** 


H Me 


amorphous powder 
MS (APCI) 558 [M+H]+ 



**: dihydrochloride 



Me: methyl group, Et: ethyl group 
Example 654 

(1) To a solution of oxalyl chloride (4.48 mL) in methylene chloride (50 mL) is 
added dropwise dimethyisulfoxide (4.55 g) in methylene chloride (5 mL) at -60°C over 
a period of 1 5 minutes. To the mixture is added dropwise a solution of methyl trans-4- 
(hydroxymethyl)cyclohexanecarboxylate (compound obtained in Reference Example 
238; 5.9 g) in methylene chloride (30 mL) over a period of 30 minutes. The mixture is 
stirred at the same temperature for 1 hour and thereto is added dropwise triethylamine 
(16.7 mL) at -60°C. The mixture is stirred at the same temperature for 30 minutes and 
at 0°C for 1 hour. The reaction mixture is diluted with chloroform , and washed 
successively with water, 5 % citric acid solution, water, and saturated brine. The 
organic layer is dried over anhydrous sodium sulfate and concentrated in vacuo to give 
methyl trans-4-formylcyclohexanecarboxylate (5.32 g, yield; 91 %) as an oil. 

(2) To a solution of the compound obtained in the above step (1) (500 mg) and 
3-dimethylaminopropylamine (600 mg) in methylene chloride (10 mL) is added 
successively sodium triacetoxyborohydride (983 mg) and acetic acid (353 mg), and the 
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mixture is stirred at room temperature for 5 days. The reaction mixture is neutralized 
carefully with a saturated sodium hydrogencarbonate solution and the mixture is 
extracted with chloroform (x 2). The extract is concentrated in vacuo and the residue 
is purified by flash column chromatography on silica gel (Solvent; chloroform : 
5 methanol : 28% aqueous ammonia solution = 9 : 1 : 0.1) to give methyl trans-4-[3- 
(dimethylainino)propylaminomethyl]cyclohexanecarboxylate (293 mg, yield; 32 %) as 
oil. MS(APCI)m/z;257[M+H] + 

(3) To a solution of the compound obtained in the above step (2) (92 mg) in 
chloroform (0.5 mL) is added a solution of 2-furoyl chloride (68 pL) in chloroform (0.5 

10 mL) and pyridine (67 jxL) under ice-cooling, and the mixture is stirred at room 
temperature for one day. To the reaction mixture is added a saturated sodium 
hydrogencarbonate solution and the mixture is extracted with chloroform (x 3). The 
organic layers are combined and concentrated in vacuo. The resultant crude product is 
purified by flash column chromatography on NH-silica gel (Solvent; n-hexane : ethyl 

15 acetate = 9 : 1 — ► 1 : 1) to give methyl trans^-[[N-(2-furoyl)-N-[3-(dimethylanaino)- 
propyl]ainino]methylcyclohexanecarboxylate (102 mg, yield; 75 %) as oil. MS 
(APCI) m/z; 373 [M+H] + 

(4) The compound obtained in the above step (3) is treated in the same manner 
as described in Example 1 to give l-(3-ethoxybenzyl)-4-[4-[[tr^ 

20 [3-(dimethylammo)propyl]amm^ 

pyrazolo[3,4-d]pyrimidine hydrochloride as an amorphous powder. MS (APCI) m/z; 
657 [M+Hf 
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Examples 655 to 670 

The corresponding materials are treated in the same manner as described in 
Example 654 to give the compounds as shown in the following Table 27. 

Table 27 (No. 1) 



b ^ 


Ex. Nos. 


R 


Physicochemical properties etc. 


655* 


f 

MeSQz 


amorphous powder 
MS (APCI) 655 [M+H]+ 


656 


Q^Me 

\ 


amorphous powder 
MS (ESI) 617 [M+H]+ 


657 


Ct^Me 


amorphous powder 
MS (ESI) 619 [M+H]+ 


658 




amorphous powder 
MS (ESI) 645 PM+H]+ 


659 




amorphous powder 
MS (ESI) 671 [M+H]+ 


660 




amorphous powder 
MS (ESI) 659 [M+H]+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 27 (No. 2) 



b ( 

%r ^^oEt 


Ex. Nos. 


R 


Physicochemical properties etc. 


661 


Me^O 


amorphous powder 
MS (ESI) 631 [M+H]+ 


662* 




amorphous powder 
MS (APCI) 694 [M+H]+ 


663* 




amorphous powder 
MS (APCI) 683 [M+H]+ 


664* 


Me 


amorphous powder 
MS (APCI) 697 [M+H]+ 


665 


Me Me^O 


amorphous powder 
MS (ESI) 605 [M+H]+ 


666* 




amorphous powder 
MS (APCI) 631 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 



WO 2004/064721 



PCT/JP2004/000617 



146 



Table 27 (No. 3) 















Ex. Nos. 


R 


Physicochemical properties etc. 


667* 


M 1 T 


amorphous powder 
MS (APCI) 628 [M+H]+ 


668* 


Me 

O 


amorphous powder 
MS (APCI) 675 [M+H]+ 


*: hydrochloride 

Me: methyl group, Et: ethyl group 

Table 27 (No. 4) 




Ex. Nos. 


R 


Physicochemical properties etc. 


669* 




amorphous powder 
MS (APCI) 646 [M+H]+ 


670* 


O 


amorphous powder 
MS (APCI) 685 [M+H]+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group 
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Rxamoles 671 to 703 

The corresponding materials are treated in the same mariner as described in 
either one of the aforementioned Example 404, 407, 617 and 652 to give the compounds 
as shown in the following Table 27.1. 
5 Table 27.1 (No. 1) 



R 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


671** 


H 

1 


Cx 


amorphous powder 
MS (APCI) 516 [M+H]+ 


672* - ' - 


H A 1 




amorphous powder 
MS (APCI) 556 [M+H]+ 


673** 


Me 

Me- N ^- 0 
H 1 




amorphous powder 
MS (APCI) 544 [M+H]+ 


674** 


1 




amorphous powder 
MS (APCI) 502 [M+H]+ 


675** 


Me Me 1 




amorphous powder 
MS (APCI) 544 [M+H]+ 


676** 


H 

Me 




amorphous powder 
MS (APCI) 509 [M+H]+ 


677** 


H 




amorphous powder 
MS (APCI) 525 [M+H]+ 


678** 


H 

Me' N -^\ 




amorphous powder 
MS (APCI) 510 [M+H]+ 


679** 


H 




amorphous powder 
MS (APCI) 526 [M+H]+ 


680** 


H 


If /)-n-Pr 


amorphous powder 
MS (APCI) 515 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr n-propyl group 
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Table 27.1 (No. 2) 



M ^ "=\ 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


681** 


u 

n 


£ >-n-Pr 


amorphous powder 
MS (APCI) 531 [M+H]+ 


682** 


H 




amorphous powder i 
MS (APCI) 527 [M+H]+ 


683-' 


H 




amorphous powder 
MS (APCI) 528 [M+H]+ 


684** 


H 


£ />-n-Pr 


amorphous powder 
MS (APCI) 533 [M+H]+ 


685** 


H 




amorphous powder 
MS (APCI) 524 [M+H]+ 


686** 


H 




amorphous powder 
MS (APCI) 512 [M+H]+ 


687** 




jOUo Et 


amorphous powder 
MS (APCI) 514 [M+H]+ 


688* 


H 


'C^Me 


amorphous powder 
MS (APCI) 528 [M+H]+ 


689* 


H 

Me 1 


'C^Me 


amorphous powder 
MS (APCI) 502 [M+H]+ 


690* 


H 




amorphous powder 
MS (APCI) 540 [M+H]+ 



*: hydrochloride, **: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.1 (No. 3) 



R 


Ex. Nos. 


R 


R 2 j 


Physicochemical properties etc. 


691* 


H 

Me' N> | 


•"^N^n-Pr 


amorphous powaer 
MS (APCI) 485 [M+H]+ 


692* 


1-1 

n 


^NT^n-Pr 


amorphous powder 
MS(APC1)513 [M+H]+ 


693* 


H 

Me^N^ 
Me 1 


jCX 

-^N^n-Pr 


amorphous powder 
MS (APCI) 513 [M+H]+ 


694* 


H 


^N^n-Pr 


amorphous powder 
MS (APCI) 539[M+H]+ 


695* 


H 

IVIw J 




amorphous powder 
MS (APCI) 486[M+H]+ 


696 


H 


jO^OEt 


amorphous powder 
MS (APCI) 514[M+H]+ 


697* 


H 
Me ' 




amorphous powder 
MS (APCI) 514[M+H]+ 


698* 


H 




amorphous powder 
MS (APCI) 474 [M+H]+ 


699* 


H 

Me' N "| 


£ >-n-Pr 


amorphous powder 
MS (APCI) 491 [M+H]+ 


700* 


H 

Me""^ N -| 


£ />— n-Pr 


amorphous powder 
MS (APCI) 519 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.1 (No. 4) 





R 

V 










\__/ 




Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


701* 


H 

Me 1 


£ />— n-Pr 


amorphous powder 
MS(APCI)519|M+H]+ 


702 


H 


£ />— n-Pr 


amorphous powder 
MS (APCI) 545 [M+H]+ 


703 


H 




amorphous powder 
MS (APCI) 502 [M+H]+ 



*: hydrochloride 

Me: methyl group, n-Pr: n-propyl group 
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Fvam ples 704 to 712 

The corresponding materials are treated in the same manner as described in 
Example 1 to give the compounds as shown in the following Table 27.2. 



Table 27.2 (No. 1) 



Me 

Me' Me-^_ 


Ex. Nos. 


R 


Physicochemical properties etc. 


704** 


Me"* 


amorphous powder 
MS (APCI) 687 [M+H]+ 


705** 


Me 


amorphous powder 
MS (APCI) 659 |M+H]+ 


706** 


Me 

Me^N^-" 0 ^ 
Me-^Me 


amorphous powder 
MS (APCI) 715 [M+H]+ 


707** 




amorphous powder 
MS (APCI) 685 [M+H]+ 


708** 




amorphous powder 
MS (APCI) 699 [M+H]+ 


709** 




amorphous powder 
MS (APCI) 701 [M+H]+ 


710** 


Me 

Me'^-^-°- 


amorphous powder 
MS (APCI) 673 [M+H]+ 



5 **: dihydrochloride 

Me: methyl group, Et: ethyl group 



WO 2004/064721 



PCT/JP2004/000617 



152 



Table 27.2 (No. 2) 





Me 

Me f — 


e 






1 V. R2 


Ex. Nos. 


R 2 


Physicochemical properties etc. 


711** 


J®™ 


amorphous powder 
MS (APCI) 616 [M+H]+ 


712** 




amorphous powder 
MS (APCI) 617 [M+H]+ 



**: dihydrochloride 



Me: methyl group, Et: ethyl group, n-Pn n-propyl group 

F.Tram p1e713 

(1) The compound obtained in Example 630 (1) (730 mg) and 4-piperidone 
monohydrate hydrochloride (1.05 g) are treated in the same manner as described in 
Example 630 (2) to give l<3-emoxybenzyl)^[4<[4-oxopiperidin-l-yl)carbonyl]- 
piperidm-l-yl]-lH-pyrazolo[3,4-d]pyrimidine (654 mg, yield: 97 %) as an amorphous 
powder. MS (APCI) m/z: 464 [M+H] + 

(2) The compound obtained in the above step (1) (50 mg) is treated in the same 
manner as described in Example 6 to give l<3-emoxybenzyl)^-[44[4-(dimethyl- 
anmio)piperidm-l-yl]carbonyl]piperazm-l-yl]-lH-pyrazolo[3,4-d]py^ (15.6 mg, 
yield; 30 %) as an amorphous powder. MS (APCI) m/z: 493 [M+H]+ 

(3) The compound obtained in the above step (2) (13.8 mg) is treated in the 
same manner as described in Example 4 (3) to give 1 -(3-ethoxybenzyl)-4-[4-[[4- 
(dimemylanimo)piperidm-l-yl]carbony 

dihydrochloride (15.9 mg, yield; 99.6 %) as an amorphous powder. MS (APCI) m/z: 
493 [M+H]+ 
Pvam ple 714 

The compound obtained in Example 441 (50 mg) is treated in the same manner 
as described in Example 6 to give l-(3-ethoxybenzyl)-4-[4-[[trans-4-(N-ethyl-N-n- 
propylarnmo)cyclohexyl]carbonyl]pipe ( 59 - 3 
mg; yield; 64 %) as an amorphous powder. MS (APCI) m/z: 534 [M+H]+ 
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Tfrara p1e715 

(1) To a solution of 4-fluorobenzenesulfonyl chloride (2.1 g) in methylene 
chloride (20 mL) is added pyridine (6 mL) and l-(3-ethoxybenzyl)-4-piperazin-l-yl-lH- 
pyrazolo[3,4-d]pyrintidine dihydrochloride (3 g) under ice-cooling and the mixture is 

5 stirred at room temperature for 16 hours. The reaction mixture is diluted with 
chloroform (20 mL). Thereto is added a saturated sodium hydrogencarbonate solution. 
After stirring, the organic layer is separated and the aqueous layer is extracted with 
chloroform. The organic layers are combined, dried over anhydrous sodium sulfate 
and filtered. The filtrate is concentrated and the residue is purified by chromatography 

10 on silica gel (solvent; n-hexane : ethyl acetate = 1 : 1 -* 1 : 3) to give l-(3-ethoxy- 
benzyl)-4-[4-(4-fluorobenesulfonyl)piperazin-l- yl]-lH-pyrazolo[3,4-d]pyrimidine (3.2 
g, yield; 88 %) as an amorphous powder. MS (APCI) m/z: 497 [M+H]+ 

(2) The compound obtained in the above step (1) (100 mg) is treated in the 
same manner as described in Reference Example 1 (1) to give l-(3-ethoxybenzyl)-4-[4- 

15 [4-[[2-(dimemylamino)emyl]amino]benzenesxdfonyl]piperazm 

d]pyrimidine (91 mg, yield; 80 %) as an amorphous powder. MS (APCI) m/z: 565 

[M+H]+ 

Example 716 

The compound obtained in Example 715 (2) (57 mg) is treated in the same 
20 manner as described in Example 416 and Example 4 (3) to give l-(3-ethoxybenzyl)-4- 
[4-[4-[^-acetyl-N-[2-(dmemyl 

pyrazolo[3,4-d]pyrimidine dihydrochloride (51 mg, yield; 75 %) as an amorphous 
powder. MS (APCI) m/z: 607 [M+ITJ+ 
Example 717 

25 The compound obtained in Example 441 is treated in the same manner as 

described in Example 422 (2) and then the resultant product is treated in the same 
manner as described in Example 4 (3) to give l-(3-ethoxybenzyl)-4-[4-[[trans-4-[N-(2- 
dimethylanimo)emyl-N-propyl]am 

pyrazolo[3,4-d]pvrinudine dihydrochloride (3.4 mg, yield; 6.5 %) as an amorphous 
30 powder. MS (ESI) m/z: 577 [M+HJ+ 
Example 718 

The corresponding materials are treated in the same manner as described in 
Example 713 to give l-(3-emoxyben2yl)-4-[4-[[4-[[2-(<lmiethylammo)emyl]amm 
piperi<im-l-yl]carbonyl]piperazm-l-yl]-lH-pyrazolo[3,4-d]pyri^ The product 

35 (53 mg) is treated in the same manner as described in Example 416 to give l-(3-ethoxy- 
benzyl)-4-[4-[[4-|>r-(cyclopropylcarbonyl)-N-[2-(dime4hylammo)emy^ 
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piperidin-1 -yl]carbonyl]piperazin-l -yl]-lH-pyrazolo[3 ,4-d]pyrinndine dihydrochloride 
(23 mg, yield; 34 %) as an amorphous powder. MS (APCI) m/z: 604 [M+H]+ 
Example 719 

(1) To a solution of 4-piperidinopiperidine (1.0 g) in methylene chloride (5 mL) 
and isopropanol (15 mL) is added (fiphenylcyanocaihonimide (1.56 g) and the mixture 
is stirred at room temperature for 24 hours. The reaction mixture is diluted with ethyl 
acetate (20 mL) and thereto is added a saturated sodium hydrogencarbonate solution (30 
mL). After stirring, the organic layer is separated and the aqueous layer is extracted 
with chloroform. The organic layers are combined, washed with saturated brine, dried 
over anhydrous sodium sulfate and filtered. The filtrate is concentrated and the 
residue is purified by column chromatography on silica gel (solvent; chloroform : 
methanol = 9 : 1 — ► 5 : 1) to give phenyl N-cyano-l,4-bipiperidme-l'-carboximidoate 
(2.5 g, yield; quantitative) as an amorphous powder. MS (APCI) m/z: 313 [M+H]+ 

(2) To the solution of the compound obtained in the above step (1) (70 mg) in 
tetrahyckofuran (3 mL) is added sodium hydride (14.4 mg) and l-(2-fluoro-3-methyl- 
ber^l)^[4-(l -piperidyl)piperidm-^ 

(60 mg) and the mixture is stirred at 100°C for 24 hours. The reaction mixture is 
diluted with chloroform (3 mL) and thereto is added a saturated sodium 
hydrogencarbonate solution (5 mL). After stirring, the organic layer is separated and 
the aqueous layer is extracted with chloroform. The organic layers are combined, 
dried over anhydrous sodium sulfate, filtered and concentrated. The residue is purified 
by column chromatography on silica gel (Purif 8, Hi-flash/M, solvent; chloroform : 
methanol = 100 : 0 -> 85 : 15) to give l-(2-fluoro-3-methylbenzyl)-4-[4-[l,4'- 
bipiperidm-l'-yl(cyanoimmo)memyl]-lH-pyrazolo[3,4-d]pyr^ (77.4 mg, yield; 
95 %) as an amorphous powder. MS (APCI) m/z: 545 [M+H]+ 
Example 720 

(1) The compound obtained in Example 407 (282 mg) is treated in the same 
manner as described in Example 719 (1) to give l-(3-ethoxybenzyl)-4-[4-[4-[N- 
[(cyanoinimo)(phenoxy)memyl]-N-emyl]ammo]memyl]benzoyl]pipe^ 
pyrazolo[3,4-d]pyrimidine (221 mg, yield; 69 %) as an amorphous powder. MS 
(APCI) m/z: 644 [M+H]+ 

(2) To a solution of the compound obtained in the above step (1) (64 mg) in 
acetonitrile is added an aqueous dimemylamine solution (241 uL) and the mixture is 
stirred at 100°C for 16 hours. After cooling, the reaction mixture is concentrated and 
the residue is purified by column chromatography on silica gel (Purif 8, Hi-flash/M, 
solvent; chloroform : methanol = 100 : 0 -* 90 : 10) to give l-(3-ethoxybenzyl)-4-[4-[4- 
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[[N-[(cyanoimino)(dime^^ 

yl]-lH-pyrazolo[3,4-d]pyrimidiiie (51 mg, yield; 86 %) as an amorphous powder. MS 
(APCI) m/z: 595 [M+H]+ 

(3) The compound obtained in the above step (2) (51 mg) is treated in the same 
5 manner as described in Example 4 (3) to give l-(3-ethoxybenzyl)-4-[4-[4-[[N- 
[(cyanoinimo)(dimemylammo)memyl]-N-emyl]amm 

lH-pyrazolo[3,4-d]pyriniidine dihydrochloride (45.8 mg, yield; 80 %) as an amorphous 
powder. MS (APCI) m/z: 595 [M+H]+ 
Example 721 

10 The corresponding materials are treated in the same manner as described in 

Example 366 to give l-(3-emoxybenzyl)^[4-[442<d^emylanuno)emylanim 
benzoyl]piperazm-l-yl]-lH-pyrazolo[3,4-d]pyrimidine. To a solution of the resultant 
product (50 mg) in methylene chloride/isopropanol (1 : 1, 1 mL) is added diphenyl 
cyanocarbonimidate (25 mg) and the mixture is stirred at 50°C for 6 hours. The 

15 reaction mixture is diluted with chloroform (2 mL) and thereto is added a saturated 
sodium hydrogencarbonate solution (2 mL). After stirring, the organic layer is 
separated and the aqueous layer is extracted with chloroform. The organic layers are 
combined, dried over anhydrous sodium sulfate, filtered and concentrated. The 
residue is purified by column chromatography on silica gel (Purif 8, Hi-flash/M, 

20 solvent; chloroform : methanol = 100 : 0 -+ 90 : 10) to give l-(3-ethoxybenzyl)-4-[4-[4- 
|>T-[2-(dunemylanuno)emyl]-N-[(2-propyloxy)(cyanounmo)mem^ 
piperazm-l-yl]-lH-pyrazolo[3,4-d]pyrimidine (44.3 mg, yield; 69 %) as an amorphous 
powder. MS (APCI) m/z: 639 [M+H]+ 
Examnle 722 

25 (1) Cyclohexane-l,4-dicarboxylic acid monomethyl ester (1.0 g) is treated in 

the same manner as described in Example 3 to give l-(3-ethoxybenzyl)-4-[4-[[trans-4- 
(memoxycarbonyl)cyclohexyl]carbon^ 

(1 .83 g, yield; 81 %) as an amorphous powder. MS (APCI) m/z: 507 [M+H]+ 

(2) The compound obtained in the above step (1) and N,N,N'-triethyl-l,2- 
30 emyleaediamine are treated in the same manner as described in Example 4 (2) and (3) to 
give l-(3-emoxybenzyl)^[4-[[ti^^I^-emyl-N-[2-(diemylamm 
cyclohexyl]carbonyl]piperazm-l-yl]-lH-pyrazolo[3,4-d]pyrinndine dihydrochloride as 
an amorphous powder. MS (ESI) m/z: 619 [M+H]+ 
Example 723 

35 Ethyl 4-(2-dimemylammoemylamino)cyclohexanecarboxylate is treated in the 

same manner as described in Example 654 (3) and (4) to give l-(6-propyl-2- 
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pyridylmemyl)-4-[4-[[4-|>r-napM 

carbonyl]piperazin-l-yl]-lH-pyrazolo[3,4^]pyrimidine as an amorphous powder. MS 

(ESI)m/z:688[M+H]+ 

Example 724 

(1) To a solution of ethyl 6-cWoropyridazine-3-carboxylate (37 mg) in 
tetrahydrofuran (1.5 mL) is added N,N^-trimemylpropane-l,3-diamine (46 mg) and 
the mixture is stirred at room temperature overnight. The reaction mixture is diluted 
with tehahydromran (1.5 mL) and thereto is added MP-Isocyanate (polystyrene 
methylisocyanate, 1 .43 mmol/g, 400 mg). The mixture is shaken at room temperature 
overnight. The reaction mixture is filtered to remove the resin and the filtrate is 
extracted with chloroform/methanol. The organic layer is concentrated to give crude 
ethyl 6-[N<3-dimemylanimopropyl)-memylammo]-3-pyridazmec MS 

(ESI) m/z: 267 [M+H]+ 

(2) The compound obtained in the above step (1) is treated in the same manner 
as described in Example 1 and Example 4 (3) to give l-(3-ethoxybenzyl)-4-[4-[[6-[N- 
memyl-N-[3-(<nmemylarr^ 

lH-pyrazolo[3,4-d]pyrirnidine hydrochloride as an amorphous powder. MS (APCI) 
m/z: 559 [M+H]+ 
Example 725 

(1) To a solution of the compound obtained in Example 22 (500 mg) and N- 
benzyloxycarbonyl-p-alanine (291 mg) in methylene chloride (5 mL) is added diethyl 
cyanophosphonate (230 uL) and the mixture is stirred at room temperature overnight. 
To the reaction mixture is added a saturated sodium hydrogencarbonate solution and the 
mixture is extracted with chloroform. The organic layer is evaporated to remove 
solvent and the residue is purified by column chromatography on silica gel (solvent; 
chloroform/methanol = 10 : 1) to l-(3-emoxybenzyl)-4-[4-[4-p*-[3-^ 
(benzyloxycarbonyl)anuno]propio^ 

piperazm-l-yl]-lH-pyrazolo[3,4-d]pyrittudine give (431 mg, yield; 61 %) as an yellow 
liquid. MA(APCI)m/z: 748 [M+H]+ 

(2) A suspension of the compound obtained in the above step (1) (480 mg), 
ammonium formate (81 mg) and 10 % palladium-carbon (100 mg) in methanol (5 mL) 
is refluxed under heating for 2 hours. The reaction mixture is filtered and the filtrate is 
concentrated in vacuo. The residue is purified by column chromatography on silica 
gel (solvent; chloroform/methanol = 5:1), and then the resultant product is treated in 
the same manner as described in Example 4 (3) to give l-(3-ethoxybenzyl)-4-[4-[4-[N- 
[3<memylarnmo)propionyl]-N-[2-(dimemylammo)emyl]am^ 
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yl]-lH-pyrazolo[3,4-d]pyrinfidine hydrochloride (390 mg, yield; 99 %) as a yellow 
liquid. MA (APCI) m/z: 614 [M+H]+ 
Example 726 

(1) Methyl 4-[h^^-[(2-mtrophenyl)sidfonyl]piperazin-l-yl]cyclohexane- 
carboxylate (compound obtained in Reference Example 310, 1.29 g) treated in the same 
manner as described in Example 1 to give l-(3-ethoxybenzyl)-4-[4-[[trans-4-[4-[(2- 
mtrophenyl)sulfonyl]piperazm-l-yl]cyclohexyl]carbonyl]piperazm-l-yl]-l^ 
[3,4-d]pyrimidin (1.91 g, yield; 85 %) as an yellow liquid. MS (APCI) m/z: 718 
[M+H]+ 

(2) A suspension of the compound obtained in the above step (1) (1.71 g), 
potassium carbonate (658 mg) and thiophenol (270 uL) in N,N-dimethylformamide (10 
mL) is stirred at room temperature for 4 hours. The reaction mixture is diluted with 
water/ethyl acetate and the mixture is treated with cation-exchange resin (SCX-2, 1ST 
Ltd., solvent; methanol/water = 1 : 1 — »• IN ammonia/methanol) to give l-(3-ethoxy- 

15 benzyl)-4-[tram-4-[[4-(l-piperazmyl)cyclohexyl]carbonyl]piperazm-l-yy 

[3,4-d]pyrimidin (1.09 g, yield; 86 %) as a colorless solid. MS (APCI) m/z: 533 
[M+H]+ 

(3) To a solution of the compound obtained in the above step (2) (50 mg) in 
1,2-dichloroethane (1 mL) is added successively formaldehyde solution (15 uL), acetic 

20 acid (11 uL) and sodium triacetoxyborohydride (30 mg) under ice-cooling and the 
mixture is stirred at room temperature overnight. To the reaction mixture is added a 
saturated sodium hydrogencarbonate solution and the mixture is extracted with 
chloroform. The organic layer is evaporated to remove solvent and the resultant crude 
product is purified by HPLC (solvent; 10 mM ammonium carbonate/methanol) to give 

25 1 -(3-emoxybenzyl)-4-[4-[[t^-4-(4-memylpiperazin- 1 -yl)cyclohexyl]carbonyl]- 

piperazm-l-yl]-lH-pyrazolo[3,4-d]pyrimidin (47 mg, yield; 92 %) as a colorless solid. 
MS (APCI) m/z: 547 [M+H]+ 
Example 727 

To a solution of the compound obtained in Example 725 (50 mg) in methylene 
30 chloride (3 mL) is added ethyl chloroformate (10 uL) and triethylamine (22 uL) and the 
mixture is stirred at room temperature overnight. The reaction mixture is diluted with 
a saturated sodium hydrogencarbonate solution and the mixture is extracted with 
chloroform. The organic layer is evaporated to remove solvent and the residue is 
purified by column chromatography on silica gel (solvent; chloroform/methanol = 10 : 
35 1), and the resultant product is treated in the same manner as described in Example 4 (3) 
to give i-(3-emoxybenzyl)-4-[4-[4-|N-[3-IK-memyl-N'-(emoxycarbonyl)a 
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propionyl]-N-[2-(dimethyla^ 

[3,4-d]pyrimidine hydrochloride (17 mg, yield; 30 %) as an amorphous powder. MS 
(APCI) m/z: 686 [M+H]+ 
PYam ples 728 to 738 

The corresponding materials are treated in the same manner as described in 
either one of Examples 416, 714, 715, 716 and 717 to give the compounds as shown in 
the following Table 27.3. 



Table 27.3 (No. 1) 







Ex. Nos. 


R 1 


Physicochemical properties etc. 


728 


Me 


amorphous powder ! 
MS (APCI) 546 [M+H]+ 


729 


^Me 

aXx, 


amorphous powder 
MS (APCI) 560 [M+H]+ 


730 


^Me 
Me kJ-v 


amorphous powder 
MS (APCI) 534 [M+H]+ 


731** 


yMe 
Me^N^-^ 


amorphous powder 
MS (APCI) 520 [M+H]+ 


732** 




amorphous powder 
MS (ESI) 563 [M+H]+ 



**: dihydrochloride 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.3 (No.2) 



R 

M ^ N=v 


Ex. Nos. 


R 


Physicochemical properties eta 


733** 


O / Me 


amorphous powder 
MS (ESI) 635 [M+H]+ 


734 


Me 

N Me 


amorphous powder 
MS (APCI) 579 [M+H]+ 


735** 


Me^ ^ _^ ,Me 

1 i 
Me 


amorphous powder 
MS (APCI) 593 [M+H]+ 


736** 


Me 

^" e '^ Ss N ' Me 


amorphous powder 
MS (APCI) 593 [M+H]+ 


737** 


Me^ 

Me^N^^S 
■ Me 


amorphous powder 
MS (APCI) 621 [M+H]+ 


738** 


O Me 


amorphous powder 
MS (APCI) 633 [M+H]+ 



**: dihydrocbloride 



Me: methyl group, Et: ethyl group 
Examples 739 to 745 

The corresponding materials are treated in the same manner as described in 
either one of Examples 1, 366 and 407 to give the compounds as shown in the following 
Table 27.4. 
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R 

M . 

N 


Ex. Nos. 


R 


R 


Physicochemical 
properties etc. j 


739** 


H Me Me Me 




amorphous powder 
MS (APCI) 571 [M+H]+ 


740** 


H Me Me Me 




amorphous powder 
MS (APCI) 570 [M+H]+ 


741** 


H Me' Me Me 


^Me 


amorphous powder 
MS (APCI) 559 [M+KQ+ 


742** 


H Me' Me Me 


£ >~n-Pr 


amorphous powder 
MS (APCI) 576 [M+H]+ 


743** 


Me Me Me 


OH 


amorphous powder 
MS (APCI) 588 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 



R 

4 N .N^^ 0Et 


Ex. Nos. 


R 


Physicochemical properties etc. 


"744** 


Me Me 
MeaN^Xg/ 


amorphous powder 
MS (APCI) 574 [M+H]+ 


745** 


MegN^O^ 
Me Me 


amorphous powder 
MS (APCI) 588 [M+HJ+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Pram ples 746 to 749 

The corresponding materials are treated in the same manner as described in 
either one of Examples 3, 407 and 434 to give the compounds as shown in the following 
Table 27.5. 



Table 27.5 





Ex. Nos. 


R 1 


R 2 


Physicochemical 
properties etc. 


746** 




jOsDEt 
OH 


amorphous powder 
MS (APCI) 534 [M+H]+ 


747** 


oo 


^^COOMe 


amorphous powder 
MS (APCI) 532 [M+H]+ 


748 




XXoEt 


amorphous powder 
MS (APCI) 546 [M+H]+ 


749 


Cvo 


jO^OEt 


amorphous powder 
MS (APCI) 546 [M+H]+ 



**: dihydrochloride 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Examples 750 to 770 

The corresponding materials are treated in the same manner as described in 
either one of Examples 713 and 718 to give the compounds as shown in the following 
Table 27.6. 

5 Table 27.6 (No. 1) 



H /-\ n=\ 

o^ n >t fx 


"Fir T\Tn«s 


R 


Physicochemical properties etc. 


750** 


O 

If J, 

Me V^N-N NMe 


amorphous powder 
MS (APCI) 604 [M+H]+ 


751** 


ft 

o Y e 


amorphous powder 
MS (APCI) 630 [M+H]+ 


752 


Vt> 


amorphous powder 
MS (ESI) 576 [M+H]+ 


753 


O- 


amorphous powder 
MS (EST) 551 [M+H]+ 


754** 


Me 
1 

HN~ N - Me 


amorphous powder 
MS (APCI) 536 [M+H]+ 


755* 


t-Bu-^^N- 


amorphous powder 
MS (APCI) 589 [M+H]+ 


756* 


n-Bu-N^N- 


amorphous powder 
MS (APCI) 590 [M+H]+ 


757* 


O 


amorphous powder 
MS(APCI)517[M+H]+ 



*: hydrochloride, **: dihydrochloride 

Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group, n-Bu: n-butyl group 
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Table 27,6 (No. 2) 



R 

o 


Ex. Nos. 


R 


Physicochemical properties etc. 


758* 


o 


amorphous powder 
MS (APC1) 562 [M+H]+ 


759* 


Me Me 

o 


amorphous powder 
MS (APCI) 561 [M+H]+ 


760* 


o 


amorphous powder 
MS (APCI) 547 [M+H]+ 


761* 


wie Me 


amorphous powder 
MS (APCI) 507 [M+H]+ 


762* 


Me^ 


amorphous powder 
MS (APCD 521 nVTH-TTl4- 


763* 


M\ Me 
Me' 


amorphous powder 
MS (APCI) 564 [M+H]+ 


764* 


Me— v Me 
N-v > 
Me-^ ^— N 


amorphous powder 
MS (APCI) 592 [M+H]+ 


765* 


1 


amorphous powder 
MS (APCI) 563 [M+H]+ 


766* 


Me 

M^-v^yMe 


amorphous powder 
MS (APCI) 550 [M+H]+ 


767* 


Me 


amorphous powder 
MS (APCI) 563 [M+H]+ 



•: hydrochloride 
Me: methyl group, Et: ethyl group 
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Table 27.6 (No. 3) 



R 

o 

^N^kA OEt 


Ex. Nos. 


R 


Physicochemical properties etc. 


768* 




amorphous powder 
MS (APCI) 576 [M+H]+ 


769* 




amorphous powder 
MS (APCI) 537 [M+H]+ 


770* 


Me 

1 


amorphous powder 
MS (APCI) 551 [M+HJ+ 



*: hydrochloride 



Me: methyl group, Et: ethyl group 
Examples 771 to 798 

The corresponding materials are treated in the same manner as described in 
either one of Examples 720 and 724 to give the compounds as shown in the following 
Table 27.7. 



Table 27.7 (No. 1) 





R 

o _ 

>-N N- 

o v - v 


4 .rsk 

N 




Ex. Nos. 


R 


Physicochemical properties etc. 


771 


N N 
Me ¥ 


amorphous powder 
MS (APCI) 573 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 27.7 (No. 2) 













nil' \ ik t 

R ^^*\ 






Fx Nn^ 


R* 


R" 


Phvsicochemical wonerties etc. 


772* 


Me 

Me' Nv ^NH 


CF 3 


amorphous powder 
MS (APCI) 598 [M+HJ+ 


773* 


Me 


H 


amorphous powder 
MS (APCI) 530 (M+H]+ 


774* 


Me 

MeT 


CF 3 


amorphous powder 
MS (APCI) 626 [M+H]+ 


775* 


Me 

Me^-^N^ 


H 


amorphous powder 
MS (APCI) 558 [M+H]+ 


776* 


Me-v 

N— \ ,Me 

Me-^ ^— N 
\ 


CF 3 


amorphous powder 
MS (APCI) 640 [M+H]+ 


777* 


Me^ 

N— y ,Me 
Me-^ ^-N^ 


H 


flTnnrnVimi^i tvnwder 
MS (APCI) 572 [M+H]+ 


778* 


Me v 

>^ ,Me 
Me' 


H 


amorphous powder 
MS (APCI) 544 [M+H]+ 


779* 


Me Me 


CF 3 


amorphous powder 
MS (APCI) 626 [M+H]+ 


780* 


Me Me 
Me ^ 


H 


amorphous powder 
MS (APCI) 558 [M+H]+ 



*: hydrochloride 

Me: methyl group, n-Pr: n-propyl group 
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Table 27.7 (No. 3) 





Ex. Nos. 


R' 


R" 


Physicochemical properties etc. 


781* 


Me 

• 


CF 3 


amorphous powder 
MS (APCI) 599 [M+H]+ 


782* 


Me 
■ 


H 


amorphous powder 
MS (APCI) 531 [M+H]+ 


783* . 


Me 

Me^ 


CF 3 


amorphous powder 
MS (APCI) 627 [M+H]+ 


784* 


Me 

J 


H 


amorphous powder 
Mb (AFC1) 559 [M+HJ+ 


785* 


Me — v 


CF 3 


amorphous powder 
MS (APCI) 641 [M+H]+ 


786* 


Me — v 


H 


amorphous powder 
MS (APCI) 573 [M4-H]+ 


787* 


Me s 


H 


amorphous powder 
MS (APCI) 545 [M+H]+ 


788* 


Me Me 


CF 3 


amorphous powder 
MS (APCI) 627 [M+H]+ 


789* 


f e Me 


H 


amorphous powder 
MS (APCI) 559 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Table 27.7 (No. 4) 



R S=w 




Ex. Nos. 


R* 


R" 


Physicochemical properties etc. 


790* 


Me 

Me' N ^^NH 


CF 3 


amorphous powder 
MS (APCI) 604 [M+H]+ 


791* 


Me 

Me' N ^^N" 
H 


H 


amorphous powder 
MS (APCI) 536 [M+H]+ 


792* 


Me 


CF 3 


amorphous powder 

TV TO / A T>/^TV /TOO l*TA JT I TT1 i 

MS (APCI) 632 LM+HJ+ 


793* 


Me 1 

• 

Me' N -^NT | 
Me^ 


H 


MS (APCI) 564 jM+H]+ 


794* 


Me- 7 ^-N 


CF 3 


amorphous powder 
MS (APCI) 646 [M+H]+ 


795* 


i v Me 
Me^ 


H 


amorphous powder 
MS (APCI) 578 [M+H]+ 


796* 


Me 

Me ^-N 


H 


amorphous powder 
MS (APCI) 550 [M+H]+ 


797* 


Me Me 


CF 3 


amorphous powder 
MS (APCI) 632 [M+H]+ 


798* 


Me Me 
Me^ N — ^ 


H 


amorphous powder 
MS (APCI) 564 [M+H]+ 



*: hydrochloride 

Me: methyl group, n-Pr: n-propyl group 
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Fvam ples 799 to 874 

The corresponding materials are treated in the same manner as described in 
Example 1 to give the compounds as shown in the following Table 27.8. 



Table 27.8 (No. 1) 



Me-N^y— N 

O ^~ 


\ N=\ 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


799** 


Me 




amorphous powder 
MS (APCI) 597 [M+H]+ 


800** 


-< 




amorphous powder 
MS (APCI) 623 [M+H]+ 


801** 


-< 




amorphous powder 
MS (APCI) 622 [M+H]+ 


802** 




jO- OEt 


amorphous powder 
MS (APCI) 649 [M+H]+ 


803** 




^N^n-Pr 


amorphous powder 
MS (APCI) 648 [M+H]+ 


804** 




' 


amorphous powder 
MS (APCI) 654 [M+H]+ 



5 **: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.8 (No. 2) 





Ex. Nos. 


R 


Physicochemical properties etc. 


805 




amorphous powder 
MS (ESI) 549 [M+H]+ 


806 


o 


amorphous powder 
MS (ESI) 573 [M+H]+ 


807 


Me Me 


amorphous powder 
MS (ESI) 573 [M+H]+ 


808 


HO— Q*~ 


amorphous powder 
MS (ESI) 561 [M+H]+ 


809 




amorphous powder 
MS (ESI) 559 [M+H]+ 


810 


Me Me 
Me^N^Me 


amorphous powder 
MS (ESI) 561 [M+H]+ 


811 


Me^.Me 

OX 


amorphous powder 
MS (ESI) 609 [M+H]+ 


812 


Q^OMe 
1 


amorphous powder 
MS (ESI) 575 [M+H]+ 


813 


Me^Me 


amorphous powder 
MS (ESI) 547 [M+H]+ 


814 


OMe 


amorphous powder 
MS (ESI) 593 [M+H]+ 



Me: methyl group, n-Pr: n-propyl group 
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Table 27.8 (No. 3) 



R— <, 

^N' N *^^N n-Pr 


Ex. Nos. 


R 


Physicochemical properties etc. 


815 


T 


amorphous powder | 
MS (ESI) 563 [M+H]+ J 


816 


^ e 'N Me 


amorphous powder 
MS (ESI) 547 [M+H]+ 


817 


Me / — N 


amorphous powder 
MS (ESI) 588 [M+H]+ 


818 


1 L«» IVKJ 

N Me 


amorphous powder 
MS (ESI) 561 [M+H]+ 


819 


Me 


amorphous powder 
MS (ESI) 575 [M+H]+ 


820 


Me Me 
! MeO^ y-Me 

\ 


amorphous powder 
MS (ESI) 591 [M+H]+ 


821 


Me /-^ 

) — N N- 
Me w 


amorphous powder 
MS (ESI) 588 [M+H]+ 


822 


o> 


amorphous powder 
MS (ESI) 579 [M+H]+ 


823 


/ — N Yl— 
EtO^ w 


amorphous powder 
MS (ESI) 618 [M+H]+ 


824 


Me 


amorphous powder 
MS (ESI) 574 [M+H]+ 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.8 (No. 4) 





Ex. Nos. 


R 


Physicochemical properties etc. 


825 




amorphous powder 
MS (ESI) 551 [M+H]+ 


826 


HO-^Yl- 


MS (ESI) 563 [M+H]+ 


827 


Me Me 


amrvrnVirmQ -nrwx/H pr 
CL1JJ.IJ I JJU.VJ LID p^JWvlCl 

MS (EST) 563 [M+H]+ 


828 


OJL 


dXllUl piiO Uo pUWUCl 

MS (EST) 611 [M+H]+ 


829 


/~~\.OMe 
1 


amorphous powder 
MS (ESI) 577 [M+H]+ 


830 


Me^Me 


amorphous powder 
MS (ESI) 549 [M+H]+ 


831 


OMe 


amorphous powder 
MS (ESI) 595 [M+H]+ 


832 




amorphous powder 
MS (ESI) 565 [M+H]+ 


833 


1 


amorphous powder 
MS (ESI) 549 [M+H]+ 


834 


1 


amorphous powder 
MS (EST) 593 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 27.8 (No. 5) 



R — <, 




N "OEt 



Ex. Nos. 



Physicochemical properties etc. 



835 



836 



CO- 



amorphous powder 
MS (ESI) 581 [M+H]+ 



Me 
un Me f 

Me 

Me I 



amorphous powder 
MS (ESI) 593 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 27.8 (No. 6) 



R— ^ 


Ex. Nos. 


R 


Physicochemical properties etc. 


837 


hcT— N - 


amorphous powder 
MS (EST) 550 [M+H]+ 


838 


O 


amorphous powder 
MS (ESI) 574 [M+H]+ 


839 


Me Me 

C> 


amorphous powder 
MS (ESI) 574 [M+H]+ 


840 


HO— <^JN- 


amorphous powder 
MS (ESI) 562 [M+H]+ 


nil 

841 




amorphous powder 
MS (ESI) 560 [M+H]+ 


842 


Me Me 
Me^N^Me 


amorphous powder 
MS (ESI) 562 [M+H]+ 


843 


/~\.OMe 


amorphous powder 
MS (ESI) 576 [M+H]+ 


844 


Me^Me 
Me^N^ 


amorphous powder 
MS (ESI) 548 [M+EQ+ 


845 


OMe 

s 

MeCT 


amorphous powder 
MS (ESI) 594 [M+H]+ 


846 


Me^.Me 
HO~ N - 


amorphous powder 
MS (ESI) 564 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 27.8 (No. 7) 





Ex. Nos. 


R 


Physicochemical properties etc. 


847 




amorphous powder 
MS (ESI) 589 [M+H]+ 


848 


Me 
X 
° 1 


amorphous powder 
MS (ESI) 576 [M+H]+ 


849 


Me Me 
MeO-^^X-Me 


nfYinrnhfYiiQ "nnwder 

alXXKJL L/UAJ U-O UwVYUvl 

MS (ESI) 592 [M+H]+ 


850 


Me y—\ 


amorphous powder 
MS (ESI) 589 [M+HTJ+ 


851 


QO 


amorphous powder 
MS (ESI) 580 [M+H]+ 


852 




amorphous powder 
MS (ESI) 619 [M+H]+ 


853 


Me 


amorphous powder 
MS (ESI) 575 [M+H]+ 


854 


Me 

Me 1 


amorphous powder 
MS (ESI) 592 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 27.8 (No. 8) 



^— ( r-\ n=\ 


Thy *KTr\Q 


■p 

XV 


Phvsicochemical Drooerties etc. 


855 


o 


amorphous powder 


856 




amorphous powder 

TVyTO /T70TV <70 n\./T t tt~i i 


857 


HO— (^N- 


amoiphous powder 
MS (ESI) 567 [M+H]+ 


858 


o 


amorphous powder 
MS (ESI) 565 [M+H]+ 


859 


IVIO IVIw 

Me^N X Me 
l 


oIQUI pilU lib pOWvlwi 

MS (ESI) 567 [M+H]+ 


860 


OkX 


amorphous powder 
MS(ES1)615[M+H]+ 


861 




amorphous powder 
MS (ESI) 581 [M+H]+ 


862 


Me-^Me 


amorphous powder 
MS (ESI) 553 [M+H]+ 


863 


OMe 
MeO^ N ^ 


amorphous powder 
MS (ESI) 599 [M+H]+ 


864 


Me 

N Me 
1 


amorphous powder 
MS (ESI) 553 [M+H]+ 



Me: methyl group, n-Pr: n-propyl group 
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Table 27.8 (No. 9) 



R— <. 

Q ^ ^ 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


865 


Me 
Me«^ N - 


jf S »-n-Pr 


amorphous powder 

TV /TO /TJOTV f 01 ["TV K I TT1 _1_ 

MS (ESI) 581 LM+xi|+ 


866 


Me Me 
IV] \ / ivie 

\ 


1) -»-rvPr 


amorphous powder 
MS (ESI) 597 [M+H]+ 


867 


Me 

. ,~ Me | 

HO^ N A Me 

Me 1 


lf S v D 
II />-n-Pr 


amorphous powder 
MS (ESI) 597 [M+H]+ 


868* 


Me 

HO -^N^Me 
i 


^^OEt 


amorphous powder 
MS (APCI) 578 [M+H]+ 


869* 


Me^^Me 

OkX 


jCL OEt 


amorphous powder 
MS (APCI) 610 [M+H]+ 


870* 


Me 
Me *N^Me 




amorphous powder 
MS (APCI) 548 [M+H]+ 


871* 


Me Me 
i JLMe 

N Me 




amorphous powder 
MS (APCI) 562 [M+H]+ 


872* 


Me^ 
HO~ N - 


A** 


amorphous powder 
MS (APCI) 555 [M+H]+ 


873* 


Me^Me 


£ /Vrv-Pr 


amorphous powder 
MS (APCI) 569 [M+H]+ 


874* 






amorphous powder 
MS (APCI) 585 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Fxam ple 875 

The corresponding materials are treated in the same manner as described in 
Example 3 to give the compound as shown in the following Table 27.9. 

Table 27.9 





R 


n=\ 

M 




Ex. Nos. 


R 


Physicochemical properties etc. 


875 


On. 


amorphous powder 
MS (APCI) 546 [M+H]+ 



5 Me: methyl group 
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Examples 876 to 891 

The corresponding materials are treated in the same manner as described 
Example 723 to give the compounds as shown in the following Table 27.10. 

Table 27.10 (No. 1) 





Me R 
Me N — N 






\ /— \ N=\ 


Ex. Nos. 


R 


Physicochemical properties etc. 


876 


a 


amorphous powder 
MS (ESI) 638 [M+H]+ 


877 




amorphous powder 
MS (ESI) 706 [M+H]+ 


878** 


Me 
Me - "^ 


amorphous powder 
MS (APCI) 604 [M+H]+ 


879** 


Me 


amorphous powder 
MS (APCI) 576 [M+H]+ 


880** 


Me^V^ 


amorphous powder 
MS (APCI) 602 [M+H]+ 


881** 




amorphous powder 
MS (APCI) 602 [M+H]+ 


882 




amorphous powder 
MS (ESI) 628 [M+H]+ 


883 


a 


amorphous powder 
MS (ESI) 639 [M+H]+ 



dihydrochloride 
Me: methyl group, n-Pr: n-propyl group 
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Table 27.10 (No. 2) 



Me R 
Me N -"N 


JJ/A.. IN VJo. 


R 


Physicochemical properties etc. 


884 


a 


amorphous powder 
MS (ESI) 639 [M+H]+ 


885** 


Me 
Me^ 


amorphous powder 
MS (APCI) 605 [M+H]+ 


886 


Me 


amorphous powder 
MS (ESI) 577 [M+H]+ 


887** 


Me^ 5 *-" 


amorphous powder 
MS (APCI) 603 [M+H]+ 


888 




amorphous powder 
MS (ESI) 603 [M+H]+ 


889 




amorphous powder 
MS (ESI) 629 [M+H]+ 


890** 


QO 


amorphous powder 
MS (APCI) 689 [M+H]+ 


891 


a 


amorphous powder 
MS (ESI) 640 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Rxam ples 892 to 900 

The corresponding materials are treated in the same manner as described in 
Example 633 or 726 to give the compounds as shown in the following Table 27*11. 

Table 27.11 



R 

r~\ , N =\ 


Ex. Nos. 


R 


Physicochemical properties etc. 


892 


Me / — v, 

>-N N°— 
M4 ' 


amorphous powaer 
MS (APCI) 575 [M+H]+ 


893 


M6 / — \ 


amnrnhoiN nowder 

CUUUl l/ilvrUO L/UVVUvl 

MS (APCI) 561 [M+H]+ 


894* 


Me-N Vj*- 


amorphous powder 
MS (APCI) 547 [M+H]+ 


895* 


Me r-\ 
Me'^N^ 


amorphous powder 
MS (APCI) 603 [M+H]+ 


896 


Me 

Me^-^N^Y Me 
T Me 


amorphous powder 
MS (APCI) 591 [M+H]+ 


897 


Me 

Me' N "^N^7 


amorphous powder 
MS (APCI) 589 [M+H]+ 


898 


Me 


amorphous powder 
MS (APCI) 577 [M+H]+ 


899 


Me 

Me^^N^Me 


amorphous powder 
MS (APCI) 563 [M+H]+ 


900 


Me 

f 


amorphous powder 
MS (APCI) 549 [M+H]+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 901 to 908 

The corresponding materials are treated in the same manner as described in 
Example 366 to give the compounds as shown in the following Table 27.12. 



Table 27.12 





Ex. Nos. 


R 


R 2 


Physicochemical 
Properties etc. 


901** 


t-Bu 




amorphous powder 
MS (ESI) 652 [M+H]+ 


902** 






amorphous powder 
MS (ESI) 640 [M+H]+ 


903** 


0- 




amorphous powder 
MS (ESI) 662 [M+H]+ 


904** 


Me 




amorphous powder 
MS (ESI) 611 [M+H]+ 


905** 






amorphous powder 
MS (ESI) 641 [M+H]+ 


906** 






amorphous powder 
MS (ESI) 637 [M+H]+ 


907** 


o- 


jCL OEt 


amorphous powder 
MS (ESI) 637 [M+H]+ 


908** 


0- 


^o^ OEt 


amorphous powder 
MS (ESI) 663 [M+H]+ 



5 **: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, t-Bu: tert-butyl group 
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Examples 909 to 915 

The corresponding materials are treated in the same manner as described in 

Example 719 to give the compounds as shown in the following Table 27.13. 

Table 27.13 

— 



-N / — v N=\ 

~cn V N ^ 



Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


909 


O 




amorphous powder 
MS (APCI) 545 [M+H]+ 


910 


o 


f />-n-Pr 


amorphous powder 
MS (APCI) 562 [M+H]+ 


911 


o 


jC^ OEt 


amorphous powder 
MS(APCI)543[>1+H]+' 


912 


o 




amorphous powder 
MS (APCI) 542 [M+H]+ 


913 


o 




amorphous powder 
MS (APCI) 531 [M+H]+ 


914 




f /)-n-Pr 


amorphous powder 
MS (APCI) 548 [M+H]+ 


915** 


o 


j0^ OEt 


amorphous powder 
MS (APCI) 557 [M+H]+ 



5 **: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Example 916 

The corresponding materials are treated in the same manner as described in 
Example 720 to give the compounds as shown in the following Table 27.14. 

Table 27.14 





Ex. Nos. 


R 


Physicochemical properties etc. 


916** 


Me 

1 N. CN Me 


amorphous powder 
MS (APC1) 638 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 917 to 927 

The corresponding materials are treated in the same manner as described in 
Example 722 to give the compounds as shown in the following Table 27.15. 



Table 27.15 (No. 1) 





Ex. Nos. 


R 


Physicochemical properties etc. ! 


917** 


H 


amrrrnVionQ nnwner 

€1X11 wA L/XlvLlo L/v/ VV vlA/i 

MS (ESI) 589 [M+H]+ 


918** 


H 

Me 


amorphous powder 
MS (ESI) 563 [M+H]+ 






amorphous powder 
MS (ESI) 591 [M+H]+ 


920** 


Me Me 


amorphous powder 
MS (ESI) 591 [M+H]+ 


921** 


Me^ 

Me N._^ N -Me 

1 


amorphous powder 
MS (ESI) 605 [M+H]+ 


922** 




amorphous powder 
MS (ESI) 603 [M+H]+ 


923** 


Me 


amorphous powder 
MS (ESI) 577 [M+H]+ 


924** 


Me 1 


amorphous powder 
MS (ESI) 591 [M+H]+ 



5 dihydrochloride 

Me: methyl group, Et: ethyl group 
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Table 27.15 (No. 2) 





Ex. Nos. 


R 


Physicochemical properties etc. 


925** 


Me H 
Me^Me 


amorphous powder 
MS (ESI) 619 [M+H]+ | 


926** 


U H 


amorphous powder 
MS (ESI) 617 [M+H]+ 


927** 


HN- . 

o 


amorphous powder 
MS (ESI) 603 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 928 to 939 

The corresponding materials are treated in the same manner as described in 
Example 723 to give the compounds as shown in the following Table 27.16, 

Table 27.16 (No. 1) 





N=\ 

1 V. R 2 

V N — R 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


928** 


t-Bu 




amorphous powder 
MS (ESI) 618 [M+H]+ 


929** 


Me 


A* 


amorphous powder 
MS (ESI) 576 [M+H]+ 


930** 


>~ 




amorphous powder 
MS (ESB 602 ITVI+H1+ 


931** 


t-Bu 




amorphous powder 
MS (ESI) 620 [M+H]+ 


932** 


Me 




amorphous powder 
MS (ESI) 578 [M+H]+ 


933** 


>- 


^O^OEt 


amorphous powder 
MS (ESI) 604 [M+H]+ 


934** 


t-Bu 


jOL OEt 


amorphous powder 
MS (ESI) 619 [M+H]+ 


935** 


Me 




amorphous powder 
MS (ESI) 577 [M+H]+ 


936** 


>- 




amorphous powder 
MS (ESI) 603 [M+H]+ 



5 **: dihydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, t-Bu: tert-butyl group 



WO 2004/064721 



PCT/JP2004/000617 



187 



Table 27.16 (No. 2) 



° 8-C ^ N=, 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


937** 


t-Bu 




amorphous powder 
MS (ESI) 624 [M+H]+ 


938** 


Me 


1 />-n-Pr 


amorphous powder 
MS (ESI) 582 [M+H]+ 


939** 




f />-n-Pr 


amorphous powder 
MS (ESI) 608 [M+H]+ 



**: dihydrochloride 

Me: methyl group, n-Pr: n-propyl group, t-Bu: tert-butyl group 



Examples 940 to 941 

The corresponding materials are treated in the same manner as described 
Example 727 to give the compounds as shown in the following Table 27.17. 



Table 27.17 



M ° /N M_ ~ j-n 


Ex. Nos. 


R 


Physicochemical properties etc. 


940* 


Me 

| T T 
^ O Me 


amorphous powder 
MS (APCI) 700 [M+H]+ 


941* 


Me 


amorphous powder 
MS (APCI) 728 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group 
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Tfrramplfts 942 to 947 

The corresponding materials are treated in the same manner as described in 
Example 630 to give the compounds as shown in the following Table 27.18. 

Table 27.18 

R 



-N j — \ N=\ 



Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


942 


O 


A.P, 


amorphous powder 
MS (APCI) 532 [M+H]+ 


943 


o 


-Q 

F Me 


amorphous powder 
MS (APCI) 521 [M+H]+ 


944 


o 


^Q^OEt 


amorphous powder 
MS (APCI) 534 [M+H]+ 


945 


O 


A* 


amorphous powder 
MS(APCI)518[M+H]+ 


946 


o 


F Me 


amorphous powder 
MS (APCI) 507 [M+H]+ 


947 


o 




amorphous powder 
MS (APCI) 520 [M+H]+ 



5 Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Examples 948 to 967 

The corresponding materials are treated in the same manner as described in 
Example 723 or 725 to give the compounds as shown in the following Table 27.19. 



Table 27.19 (No. 1) 



R 

Me^ /— K 

M /-^ ,N=\ 1 


Ex. Nos. 


K 


K. 




948* 


O-i 

^—y o 


-^N^n-Pr 


amorphous powder 
MS (APCI) 638 [M+HJ+ 


949* 


> — ' o 


N OEt 


amorphous powder 

XVao yr\JC\^yXj \jH\J L1VJL » n. J ' 


950* 


CH 


£ />-n-Pr 


amorphous powder 
MS (APCI) 644 [M+H]+ 


951* 


Me/ 
Me<) 


^O^n-Pr 


amorphous powder 
MS (APCI) 604 [M+H]+ 


952* 


Me/ 
Me / CD 




amorphous powder 
MS (APCI) 606 PV!+H]+ 


953* 


Me / 
Me O 


IT />~n-Pr 
j /^N 


amorphous powder 
MS (APCI) 610 [M+H]+ 


954* 


Me-^ 
O 




amorphous powder 
MS (APCI) 576 [M+H]+ 


955* 


Me-^f 
O 




amorphous powder 
MS (APCI) 578 [M+H]+ 


956* 


Me^f 
O 


£ /)-n-Pr 


amorphous powder 
MS (APCI) 582 [M+H]+ 


957* 


O 

Me^^ 


/O^n-Pr 


amorphous powder 
MS (APCI) 602 [M+H]+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.19 (No. 2) 



R 

Me v y— N 

J* & 

M /—v , N =\ 


Ex. Nos. 


R | 


R 2 


Physicochemical properties etc. 


958* 


O 

Me 


-^N^OEt 


amorphous powder 
MS (APCI) 604 |M+HJ+ 


959* 


O 

Me ^ 


£ /)-n-Pr 


amorphous powder 
MS (APCI) 608 [M+HJ+ 


960* 


K 

o 


-^N^n-Pr 


amorphous powder 
MS (APCI) 602 |M+H]+ 


961* 




IT n-Pr 

/ N 


amorphous powder 

TVyfQ f ATM^Ti Af.Q rAvf4-"PTl4- 
JLYLo ^Arvylj OUo |1V1^j1Jt^ 


962* 




-^O^n-Pr 


amorphous powder 
MS (APCI) 628 [M+H]+ 


963* 




f />-n-Pr 


amorphous powder 
MS (APCI) 634 [M+H]+ 


964* 


o 

Me-S— 

II 

O 




amorphous powder 
MS (APCI) 612 [M+H]+ 


965* 


^-N O 




amorphous powder 
MS (APCI) 639 [M+H]+ 


966* 


cw 

^-M O 




amorphous powder 
MS (APCI) 641 [M+H]+ 


967* 


1 N O 


£ />-n-Pr 


amorphous powder 
MS (APCI) 645 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Examples 968 to 969 

The corresponding materials are treated in the same manner as described in 
Example 720 or 727 to give the compounds as shown in the following Table 27.20. 

Table 27.20 



/-•WW 


Ex. Nos. 


R 


Physicochemical properties etc. 


968 


Me 

| O 
Me ^ N N 

Me 


amorphous powder 
MS (APCI) 770 [M+H]+ 


969** 


^Me 

CN 


amorphous powder 
MS (APCI) 567 [M+H]+ 



**: dihydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 970 to 989 

The corresponding materials are treated in the same manner as described in 
Example 723 or 724 to give the compounds as shown in the following Table 27.21. 

Table 27.21 (No. 1) 



R 

r 


N=\ 


*Cv "Nine 
JCfX. IN OS. 


XV 


R 2 


Phv^icncriemical Tyrotterties etc 


970* 


H 


AX* 


amorphous powder 
MS (APCI) 529 [M+H]+ 


971* 


N-\ 
Me ^— N 




amorphous powder 
MS (APCI) 597 [M+H]+ 


972* 


n 




amoipnous puwtier 
MS (APCI) 530 [M+H]+ 


973* 


Me 

| Me 

^\ i 

i 


jO- OEt 


amorphous powder 
MS (APCI) 598 [M+H]+ 


974* 


Me 0 

Me * — N 
\ 




amorphous powder 
MS (APCI) 598 [M+H]+ 


975* 


H 


£ »-n-Pr 


amorphous powder 
MS (APCI) 535 [M+H]+ 


976* 




If /V-n-Pr 


amorphous powder 
MS (APCI) 603 [M+H]+ 


977* 


Me 

Me Me— ( 

N-\ )=0 
Me' \ 


-^Q^n-Pr 


amorphous powder 
MS (APCI) 599 [M+H]+ 



5 * : hydrochloride 

Me: methyl group, Et: ethyl group, n-Pn n-propyl group 
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Table 27.21 (No. 2) 



R 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


978* 


Me 

Me v Me— ( 

>-\ >o 

Me' 




amorphous powder 
MS (APCI) 600 [M+H]+ 


979* 


Me 

Me v Me-< 
N-\ >=0 


f />-n-Pr 


amorphous powder 
MS (APCI) 605 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.21 (No. 3) 



R 

\_/ N 


Ex. Nos. 


R 




Physicochemical properties etc. 


980* 


Me, Me 
> 

Me ^-N^ 


XX 

•^N^n-Pr 


amorphous powder 
MS (APCI) 558 [M+H]+ 


981* 


Me — v 




amorphous powder 
MS (APCI) 572 [M+H]+ 


982* 


Me 
l 

^ N 

Me 2 N^^ ^ 




amorphous powder 
MS (APCI) 544 [M+H]+ 


983* 


Me 


-^Q^n-Pr 


amorphous powder 
MS (APCI) 558 [M+H]+ 


984* 


Me. Me v 

/N~ V > 
Me 7 ^— 




amorphous powder 
MS (APCI) 559 [M+H]+ 


985* 


H 

Me 2 N ^ 




amorphous powder 
MS (APCI) 536 [M+H]+ 


986* 


Me, Me % 

Me ^— N 
\ 


£ />-n-Pr 


amorphous powder 
MS (APCI) 564 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.21 (No. 4) 







R 

\_/ N 
o 


N 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


987* 


Me-\ 
Me—' x 




f />-n-Pr 


amorphous powder 
MS (APCI) 578 [M+H]+ 


988* 


Me 2 N 


Me 
i 


IT />-n-Pr 


amorphous powder 
MS (APCI) 550 [M+H]+ 


989* 


Me 2 N'^ > — 


Me 


£ />-n-Pr 


amorphous powder 
MS (APCI) 564 [M+H]+ 



*: hydrochloride 

Me: methyl group, n-Pr: n-propyl group 
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Examples 990 to 994 

The corresponding materials are treated in the same manner as described in 
Example 713 to give the compounds as shown in the following Table 27.22. 
^ Table 27.22 

i R 



0 ^Vy N 



Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


990* 


Me 

>-NH 
Me 7 N 


F Me 


amorphous powder 
MS (APCI) 495 [M+H]+ 


991* 


o 


F Me 


amorphous powder 
MS (APCI) 505 [M+H]+ 


992* 


Me^ 


-Q 

F Me 


amorphous powder 
MS (APCI) 509 [M+H]+ 


993* 


Me N — ' 


-Q 

F Me 


amorphous powder 
MS (APCI) 577 [M+H]+ 


994* 


Me 

>-NH 
Me 7 N 




amorphous powder 
MS (APCI) 508 [M+H]+ 



5 *: hydrochloride 

Me: methyl group, Et: ethyl group 
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Examples 995 to 1018 

The corresponding materials are treated in the same manner as described in 
Example 713 to give the compounds as shown in the following Table 27.23. 



Table 27.23 (No. 1) 



b 

o A-^M . 

V N ^ R 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


995* 


t-Bu— ( N — 
\ / 


fx 

N OEt 


amorphous powder 
MS(APCI)590[M+H]+ 




rv oMe 

N 

\ 


n 

A N n-Pr 


amorphous powder 
MS(APC1)562[M+H]+ | 


997* 


[ N— 

> — t 


jQ b 

N n-Pr 


amorphous powder 
MS(APCI)546[M+H]+ 


998* 


Me Me 




amorphous powder 
MS(APCI)560[M+H]+ 


999* 




£X Me 


amorphous powder 
MS(APCI)551[M+H]+ 


1000* 


O 


^O^Me 


amorphous powder 
MS(APCI)535[M+H]+ 


1001* 


Me Me 


"^O^Me 


amorphous powder 
MS(APC1)549[M+H]+ 


1002* 


r\J* Me 

N 
\ 


-^C^OEt 


amorphous powder 
MS(APCI)564[M+H]+ 


1003* 


a- 




amorphous powder 
MS(APCI)548[M+H]+ 


1004* 


Me Me 

b- 


^C^OEt 


amorphous powder 
MS(APCI)562[M+H]+ 



5 *: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, 

t-Bu: tert-butyl group 
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Table 27.23 (No. 2) 







Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1005* 


o 


£ ,)— n-Pr 


amorphous powder 
MS(APCr)552[M+H]+ 


1006* 


Me Me 


If /)~n-Pr 


amorphous powder 
MS(APCI)566[M+H]+ 


1007* 


Me 

ivies, N ^v^» 
Me 


N Ubt 


amorphous powder 


1008* 




X^n-Pr 


amorphous powder 
MS(APCI)550[M+H]+ 


1009* 


Me 




amorphous powder 
MS(APCI)563[M+H]+ 


1010* 




'^O s, Me 


amorphous powder 
MS(APCI)539[M+H]+ 


1011* 


Me 


^O^Me 


amorphous powder 
MS(APCI)552[M+H]+ 


1012* 


Me^ 
MeO'^ N ^ 


^Q^OEt 


amorphous powder 
MS(APCI)552[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, 
t-Bu: tert-butyl group 
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Table 27.23 (No. 3) 





Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1013* 




Xi^OEt 


amorphous powder 
MS(APCI)565[M+H]+ 


1014* 


Me 


£ />-n-Pr 


amorphous powder 
MS(APCI)569[MH-H]+ 


1015* 




jC^OEt 


amorphous powder 
MS(APCI)522[M+H]+ 


1016* 


H 

Me'"' 




amorphous powder 
MS(APCI)564[M-hH]+ 


1017* 


Me h 
Me^N^ N - 
Me^Me 


xx OEl 


amorphous powder 
MS(APCI)592[M+H]+ 


1018* 


H 


^0. 


amorphous powder 
MS(APCI)576[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Examples 1019 to 1040 

The corresponding materials are treated in the same manner as described in 
Example 71 8 to give the compounds as shown in the following Table 27.24. 

Table 27.24 (No. 1) 





R 2 


Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1019* 


V 

Me 


^O^n-Pr 


amorphous powder 
MS(APCI)603[M+H]+ 


1020* 


/\ - 
Me >. JT 

M N ^ 

Wle 




amorphous powder 
MS(APCI)603[M+H]+ 


1021* 


V 

lie 




amorphous powder 
MS(APCI)592[M+H]+ 


1022* 


Me 


F 


amorphous powder 
MS(APCI)592[M+H]+ 


1023* 


die 


^O^OEt 


amorphous powder 
MS(APC1)605[M+H]+ 



5 *: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.24 (No. 2) 





R'-N 

o 


r-\ N=\ 




Ex. Nos. 


R' 


R" 


Physicochemical properties 
etc. 


1024* 




Et 


ainoipiious puwuci 
MS(APCI)592[M+H]+ 


1025* 




Mo 


amorpnous puwucr 
MS(APCI)606[M+H]+ 


1026* 


Me 2 N' s ~^' 


n-Pr 


amorpnous powaer 
MS(APCI)606[M+H]+ 


1027* 




Me 


anioipnovLs powucr 
MS(APCI)606[M+H]+ 


1028* 




>- 


amorphous powder 
MS(APCI)632|M+H]+ 


1029* 






amorphous powder 
MS(APCI)632[M+H]+ 


1030* 




Or 


amorphous powder 
MS(APCI)658[M+H]+ 


1031* 


Me 
Me— < 

Me— < N — 
Me 


Me 


amorphous powder 
MS(APCI)634[M+H]+ 



*: hydrochloride, 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.24 (No. 3) 



R V_ 

R'— N 

b 

^ — N / — \ N=\ 

(^Nj^A OEt 


Ex. Nos. 


R' 


R" 


Physicocheroical properties 
etc. 


1032* 


Me 
Me— < 

N— \ 
Me— \ y — 

Me 


>- 


amorphous powder 


1033* 


Me 
Me— ( 

N — \ 
Me— \ — 

Me 




amorphous powder 
MS ( APCD 660 nVH-Hl + 


1034* 


Me 
Me— < 

N— v 
Me— < > — 

Me 


Or 


amorphous powder 
MS(APC1)686[M+H]+ 


1035* 




Me 


amorphous powder 
MS(APC1)618[M+H]+ 


1036* 




>- 


amorphous powder 
MS(APCI)644[M+H]+ 


1037* 






amorphous powder 
MS(APCI)644[M+H]+ 


1038* 




Or 


amorphous powder 
MS(APC1)670[M+H]+ 


1039 


MezN'^^^ 


t>- 


amorphous powder 
MS(APC1)618[M+H]+ 


1040 


MezN^^^^ 


Cr 


amorphous powder 
MS(APC1)644[M+H]+ 



: hydrochloride, Me: methyl group, Et: ethyl group 



WO 2004/064721 



PCT/JP2004/000617 



203 



Kxamnles 1041 to 1048 

The corresponding materials are treated in the same manner as described in 
Example 1 to give the compounds as shown in the following Table 27.25. 



Table 27.25 





Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


1041 




>LA OEt 


amorphous powder 
MS(APCI)562[M+H]+ 


1042 






amorphous powder 
MS(APCI)561[M+H]+ 


1043 




J^OEt 


amorphous powder 
MS(APCI)563[M+H]+ 


1044 


Me 

/ c 

Me 


Ae 


amorphous powder 
MS(APCI)576[M+H]+ 


1045 


Me 
/ ( 

Me 




amorphous powder 
MS(APC1)575[M+H]+ 


1046 


Me 
Me 


^^OEt 


amorphous powder 
MS(APCI)S76[M+H]+ 


1047 


Me 
Me 


^0^n-Pr 


amorphous powder 
MS(APCI)575[M+H]+ 


1048 


Me 

<Q N ~ 

Me 


X^OEt 


amorphous powder 
MS(APC1)577[M+H]+ 



5 Me: methyl group, Et: ethyl group, n-Pn n-propyl group 
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Examples 1049 to 1071 

The corresponding materials are treated in the same manner as described in 
Example 654 to give the compounds as shown in the following Table 27.26. 



Table 27.26 (No. 1) 



Me 
Me-N 

^~~\ 




R 


R 2 


Physicochemical properties etc. 


1049* 


t-Bu 


''^Nf^n-Pr 

IN 1 1 r i 


amorphous powder 
MS(APCD632|M+H]+ 


1050* 


Me 


'^N^n-Pr 


amorphous powder 
MS(APCI)590[M+H]+ 


1051* 


MeO^ 


^C^n-Pr 


amorphous powder 
MS(APCI)620[M+H]+ 


1052* 






amorphous powder 
MS(APC1)61 6[M+H]+ 


1053* 


o- 


^O^n-Pr 


amorphous powder 
MS(APCI)642[M+H]+ 


1054* 


t-Bu 


/0- 0Et 


amorphous powder 
MS(APCI)633[M+H]+ 


1055* 


Me 


/O^OEt 


amorphous powder 
MS(APCD591[M+H]+ 


1056* 


MeO^ 




amorphous powder 
MS(APCB621[M+H]+ 


1057* 




^^"OEt 


amorphous powder 
MS(APCI)617[M+H]+ 


1058* 




x0^ 0Et 


amorphous powder 
MS(APCI)643[M+H]+ 



5 *: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr. n-propyl group, 

t-Bu: tert-butyl group 
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Table 27.26 (No. 2) 



Me-I 



4- ^N- 
N 



,R 2 



Ex. Nos. 



Physicochemical properties etc. 



1059* 



>- 



N^n-Pr 



amorphous powder 
MS(APC1)61 6[M+H]+ 



1060* 



amorphous powder 
MS(APC1)617[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, 
t-Bu: tert-butyl group 



WO 2004/064721 



PCT/JP2004/000617 



206 



Table 27.26 (No. 3) 



0 >- N w N "y^ N 

4~}N^AA 0 Et 


Ex. Nos. 


R 


Physicochemical properties etc. 


1061* 


Me^ 
Me- ^Me 


amorphous powder 
MS(APC1)633[M+H]+ 


1062* 


Me 

Me" 1 


amorphous powder 
MS(APCI)661 [M+H]+ 


1063* 


Me^ Me 
Me^N ^ 


amorphous powder 
MS(APCI)645[M+H]+ 


1064* 


Me0 V v ii 

Me' N \^^N^ 


amorphous powder 
MS(APCI)697[M+H]+ 


1065* 


Me^ 
Me lL>0 
Me-^^^-N, 


amorphous powder 
MS(APCI)631[M+H]+ 


1066* 


t-Bu^O 


amorphous powder 
MS(APCI)647[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 



WO 2004/064721 



PCT/JP2004/000617 



230 

(dimethylamino)ethyl]ainino]benzoate (4.2 g, yield; 84 %) as a pale yellow crystals. 
MS (APCI) m/z: 394 [M+H] + 
Reference Example 68 

(1) To a solution of methyl 4-bromomethylbenzoate (22.8 g) in N,N- 
5 dimethylfoimamide (450 ml) is added dropwise 50 % aqueous dimethylamine solution 

(27 mL) and the mixture is stirred at room temperature for 3 hours. The reaction 
mixture is poured into water with ice and extracted with ethyl acetate. The extract is 
washed successively with water and saturated brine, dried over anhydrous sodium 
sulfate, and concentrated in vacuo. The resultant crude product is purified by flash 
10 column chromatography on silica gel (Solvent; chloroform : methanol = 10 : 1) to give 
methyl 4-[ (dimethylamino) methyl]benzoate (27.5 g, yield; 99 %) as brown oil. 
MS (APCI) m/z: 194 [M+Hf 

(2) To the compound obtained in the above step (1) (19.2 g) is added cone, 
hydrochloric acid (66 mL) and water (167 mL) and the mixture is refluxed overnight. 

1 5 The reaction mixture is concentrated in vacuo. The resultant crude crystals are washed 
with ether to give 4-[(dimethylamino)methyl]benzoic acid hydrochloride (19.0 g, yield; 
88 %) as a colorless powder. MS (APCI) m/z: 179 [M+H] + 
Reference Example 69 

(1) To a solution of methyl 6-methylnicotinate (6.3 g) in carbon tetrachloride 
20 (100 mL) is added successively N-bromosuccinimide (8.9 g) and 2,2'- 

azobisisobutyronitrile (342 mg), and the mixture is refluxed under heating for 6 hours. 
After cooling to room temperature, to the reaction mixture is added n-hexane (300 mL) 
and the insoluble materials are removed by filtration. The filtrate is concentrated in 
vacuo and the resultant crude product is purified by column chromatography on silica 
25 gel (Solvent; n-hexane : ethyl acetate = 10 : 1) and stirred in n-hexane to give methyl 6- 
(bromomethyl)nicotinate (3.4 g, yield; 35 %) as colorless crystals. 

(2) To a solution of the compound obtained in the above step (1) (350 mg) in 
tetrahydrofuran (5 mL) is added 50 % aqueous dimethylamine solution (3 mL) and the 
mixture is stirred at room temperature for 10 minutes. To the reaction mixture is added 

30 ethyl acetate. The mixture is washed successively with water and saturated brine, 
dried over anhydrous sodium sulfate and purified by column chromatography on silica 
gel (Solvent; chloroform : methanol = 100 : 1) to give methyl 6-(dimethylamino- 
methyl)nicotinate (276 mg, yield; 93 %) as a colorless oil. MS (APCI) m/z: 195 
[M+Hf 
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Table 27.26 (No. 4) 



Q ^ - 


Ex. Nos. 


R 


Physicochemical properties etc. 


1067* 


Me 

Me^ ( 

N— v >=0 
Me-' ^-N 


amorphous powder 
MS(APCI)634[M+H]+ 


1068* 


Me 

Me^ \ 

H—\ >=0 
Me-' ^-N 


amorphous powder 
MS(APCI)646[M+H]+ 


1069* 


Me^ 
Me 'L^O 
Me'^^^N^ 


amorphous powder 
MS(APCI)632[M+H]+ 


1070* 


MeC V s ^n 
Me 10^0 

Me- N ^-^N^ 


amorphous powder 
MS(APC1)698[M+H]+ 


1071* 


t-Bu^O 
Me 2 N^^,N^ 


amorphous powder 
MS(APCI)648[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 
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Examples 1072 to 1074 

The corresponding materials are treated in the same manner as described in 
Example 41 6 to give the compounds as shown in the following Table 27.27. 



Table 27.27 





Vl-v >=o 
Me — N 






O N — ' 




Ex. Nos. 


R 


Physicochemical properties etc. 


1072* 




amorphous powder 
MS(APCI)591[M+H]+ 


1073* 




amorphous powder 
MS(APCI)605[M+H]+ 


1074* 


a- 


amorphous powder 
MS(APCI)631[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group 
Example 1075 

The compound obtained in Example 726(2) (45 mg) is treated in the same 
manner as described in Example 416 to give l-(3-ethoxybenzyl)-4-[trans-4-[[4-(4- 
acetyl-piperazm-l-yl)cyclohexyl]carbonyl]piperazm-l-yl]-lH-pyrazolo[3,4- 
d]pyrimidine as an yellow oil. Subsequently, the compound is treated in the same 
manner as described in Example 4(3) to give l-(3-ethoxybenzyl)-4-[trans-4-[[4-(4- 
acetyl-piperazm-l-yl)cyclohexyl]carbonyl]piperazm-l-yl]-lH-pvr^ 
d]pyrimidine hydrochloride (39.8 mg, yield: 78 %) as an amorphous powder. 
MS(APCI)575[M+H] + 
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Example 1076 

The corresponding materials are treated in the same manner as described in 
Example 1075 to give the compounds as shown in the following Table 27.28. 

Table 27.28 



Ex. Nos. 



1076* 




OEt 



R 



Me 



Physicochemical properties etc. 



amorphous powder 
MS(APCI)589[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group 



10 



Examples 1077 to 1078 

The corresponding materials are treated in the same manner as described in 
Example 637 to give the compounds as shown in the following Table 27.29. 

Table 27.29 



Ex. Nos. 



1077* 



1078 !! 




jQ 



OMe 



'^f^OEt 



Physicochemical properties etc. 



amorphous powder 
MS(APCI)557[M+H]+ 



amorphous powder 
MS(APCI)589[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group 
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Examples 1079 to 1081 

The corresponding materials are treated in the same manner as described in 
Example 407 to give the compounds as shown in the following Table 27.30. 

Table 2730 





NHEt 






Q ^ ^ 

V N ^ Rz 


Ex. Nos. 


R 2 


Physicochemical properties etc. 


1079* 




amorphous powder 
MS(APCI)486[M+H]+ 


1080* 


F 


amorphous powder 
MS(APCI)518[M+H3+ 


1081* 




amorphous powder 
MS(APCI)512[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group 
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Examples 1082 to 1087 

The corresponding materials are treated in the same manner as described in 
Example 1 or 3 to give the compounds as shown in the following Table 27.3 1 . 



Table 27.31 



N 


Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1082 






amorphous powder 
MS(APCI)518[M+H3+ 


1083* 






amorphous powder 
MS(APCI)550[M+H]+ 


1085* 


t-Bu 
1 

Me<r~^ N > 


jQ 


amorphous powder 
MS(APCI)578[M+H]+ 


1086* 


t-Bu 

1 

MeO^ N > 


F 


amorphous powder 
MS(APCI)610[M+H]+ 


1087* 


t-Bu 


9< 


amorphous powder 
MS(APCI)604[M+H]+ 



5 *: hydrochloride, Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 
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Ryam ples 1088 to 1092 

The corresponding materials are treated in the same manner as described in 
Example 637 to give the compounds as shown in the following Table. 27.32. 

Table 27.32 



Me. 



N 
Me 



o V-N w N-T N 



Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


1088* 


Me 


Q< 


amorphous powder 
MS(APCI)583[M+H]+ 


1089* 


>" 




amorphous powder 
MS(APCI)583[M+H]+ 


1090* 


>- 


/=v Et 


amorphous powder 
MS(APCI)609[M+H]+ 


1091* 




^^OMe 


amorphous powder 
MS(APCI)583[M+H]+ 


1092* 




9^ 


amorphous powder 
MS(APCI)609[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group 
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Examples 1093 to 1094 

The corresponding materials are treated in the same manner as described in 
Example 1 to give the compounds as shown in the following Table 27.33. 

Table 27.33 



Ex. Nos. 



1093** 



1094** 



Me 



N-Me 




OEt 



Me 



Me- 



Me 



M 



Me 



Physicochemical properties etc. 



amorphous powder 
MS(APCI)645[M+H]+ 



amorphous powder 
MS(APCJ)673[M+H]+ 



5 **: dihydrochloride, Me: methyl group, Et: ethyl group 
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Examples 1095 to 1102 

The corresponding materials are treated in the same manner as described in 
Example 1 to give the compounds as shown in the following Table. 27.34. 



Table 27.34 (No. 1) 





Ex. Nos. 


R 


R 2 | 


Physicochemical properties etc. 


1095* 


Me-\ Me 
N-\ > 

\ 


X^QEt 


amorphous powder 
MS(APCI)605[M+H]+ 


1096* 


Me— \ Me 


X^QEt 


amorphous powder 
MS(APCI)619[M+H]+ 


1097* 


Me— \ Me t 
N-v > 
Me-^ ^— N 


^C^OEt 


amorphous powder 
MS(APCI)606[M+H]+ 


1098* 


Me— \ Me^ 

v >~Me 
Me^ *\ 


^C^OEt 


amorphous powder 
MS(APd)620[M+H]+ 



5 *: hydrochloride, Me: methyl group, Et: ethyl group 
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Table 27.34 (No. 2) 



Sop 1 


Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1099** 






amorphous powder 
MS(APCI) 591 [M+H]+ 


1100** 


^ Me^Me 


X^QEt 


amorphous powder 
MS(APCI) 605 [M+H]+ 


1101** 






amorphous powder 
MS(APCI) 592 [M+H]+ 


1102** 


^ e Me^Me 


^N*^*OEt 


amorphous powder I 
. MS(APCI) 606 [M+H]+ 



**: dihydrochloride, Me: methyl group, Et: ethyl group 
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Examples 1103 to 1123 

The corresponding materials are treated in the same manner as described in 
Example 1 or 637 to give the compounds as shown in the following Table. 27.35. 

Table 27.35 (No. 1) 

R 



>=N 





C a 
N^ R 


Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1103* 


H 


^O-OEt 


amorphous powder 
MS(APCI)545[M+H]+ 


1104* 


Me 

Me 2 N' ^ ^ 


jO-OEt 


amorphous powder 
MS(APCI)559[M+H]+ 


1105* 


Me H 

Me-^Me 


jOx>Et 


amorphous powder 
A/T9f APPTV501 rM+Hl+ 


1106 


Me^O 




oil 

MS(APC1)587[M+H]+ 


1107 




X^-OEt 


oil 

MS(APCI)613[M+H]+ 


1108* 


Me Me h 
MezN^^X^N^ 


X^QEt 


amorphous powder 
MS(APCI)587[M+H]+ 


1109* 


Me 


jO^OEt 


amorphous powder 
MS(APCI)587[M+H]+ 


1110* 


Me 

Me 2 N^x-v^N^ 


jO^oEt 


amorphous powder 
MS(APCI)573[M+H]+ 



5 *: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.35 (No. 2) 



R 

>=N. 


Ex. Nos. 


R 


R 2 


PVivQioorliemical uronerties 
etc. 


1111* 


H 


in 

OEt 


amorphous powder 
MS(APC1)546[M+H]+ 


1112* 


Me 


N OEt 


amorphous powder 
MS(APCI)560[M+H]+ 


1113* 


Me h 
MeAjT^- 
Me^Me 


Oxm 

OEt 


amorphous powder 


1114* 


Me Me h 
Me 2 N >x ^X v ^N^. 


A N OEt 


amorphous powder 
MS(APCI)588[M+H]+ 


1115* 


Me 


Xs^OEt 


amorphous powder 
MS(APC1)588[M+H]+ 


1116* 


H 

Me 2 N ^ 


£ /Vn-Pr 


amorphous powder 
MS(APCI)550[M+H]+ 


1117* 


Me 

Me 2 N'^ / ^ 


1 >-n-Pr 


amorphous powder 
MS(APCI)564[M+H]+ 


1118* 


Me H 
Me^N— N - 
Me-^Me 


£ >-n-Pr 


amorphous powder 
MS(APCI)606[M+H]+ 


1119* 


Me Me h 
Me 2 N^X^N^ 


£ />-n-Pr 


amorphous powder 
MS(APCI)592|M+H]+ ' 



*: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Table 27.35 (No. 3) 



R 

)=N 


Ex. Nos. 


R 


R 2 


Physicochemical properties 
etc. 


1120* 


H 


jQ^*n-Pr 


amorphous powder 
MS(APCI)544[M+H]+ 


1121* 


Me 


A N A n-Pr 


amorphous powder 
MS(APCI)558[M+H]+ 


1122* 


Me H 

Me-^N 

Me^Me 




amorphous powder 
MS(APCI)600[M+H]+ 


1123* 


Me Me h 


J>^n-Pr 


amorphous powder 
MS(APCI)586[M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
Examples 11 24 to 1125 

The corresponding materials are treated in the same manner as described in 
5 Example 723 to give the compounds as shown in the following Table. 27.36. 

Table 27.36 





Me 2 N — \ 


b. 

o v - 


A , N =\ 
N 


Ex. Nos. 


R 


R 2 


Physicochemical properties etc. 


1124* 


MeS0 2 - 


'^0"OEt 


amorphous powder 
MS(APCI) 614 [M+H]+ 


1125* 


MeSO a - 


jrVn-Pr 


amorphous powder 
MS(APCI) 618 [M+H]+ 



*: hydrochloride, Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
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Reference Example 1 

(1) A solution of ethyl 4-fluorobenzoate (20 g), N^-<iimetiiylethylenedianiine 
(20 g) and potassium carbonate (32.9 g) in dimethylsulfoxide (200 mL) is stirred at 
80°C for 3 days. After cooling to room temperature, to the reaction mixture is added 
ethyl acetate and water, and the mixture is stirred and extracted with ethyl acetate (x 2), 
The organic layer is treated with 10% HC1 to transfer basic materials to the aqueous 
layer. The aqueous layer is washed with ethyl acetate, neutralized with 10% sodium 
hydroxide solution and extracted with ethyl acetate (x 3). The combined extract is 
dried over anhydrous sodium sulfate and concentrated in vacuo. The resultant crude 
product is purified by flash column chromatography on NH-siUca gel (Solvent; n- 
hexane : ethyl acetate = 8 : 1 -> 4 : 1) to give ethyl 4-[[2-(dimethylamino)ethyl] amino] - 
benzoate (12.45 g, yield; 44 %) as an oil. MS (APCI) mix: 237 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (5 g) and 
pyridine (10 mL) in methylene chloride (20 mL) is added dropwise acryloyl chloride 
(2.55 mL) under ice-cooling and the mixture is stirred at room temperature for 3 hours. 
To the reaction mixture is added successively water and a saturated sodium 
hydrogencarbonate solution, and the mixture is stirred and extracted with chloroform. 
The extract is washed with a saturated brine, dried over anhydrous sodium sulfate, and 
concentrated in vacuo. The resultant crude product is purified by flash column 
chromatography on silica gel (Solvent; Chloroform : methanol = 1 : 0 — ► 50 : 1) to give 
ethyl 4-[N-acryloyl-N-[2-(dime (1-62 g, yield; 26 %) as 
a red oil. 

(3) A mixture of the compound obtained in the above step (2) (1.62 g) and a 
50 % aqueous dimethylamine solution (5 mL) in acetonitrile (20 mL) is stirred at room 
temperature for 1.5 hours and the reaction mixture is concentrated in vacuo. The 
resultant crude product is purified by flash column chromatography on silica gel 
(Solvent; chloroform : methanol = 1 : 0 — > 50 : 1 — » chloroform : methanol : aqueous 
ammonia = 25 : 1 : 0.1) to give ethyl 4-[N^3Kdimethylainino)propionyl]-N-[2- 
(dimethylamino)ethyl]amino]benzoate (1.78 g, yield; 95 %) as a red oil. MS (APCI) 
m/z; 336 [M+H] + 
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Reference Fxam ples 2 to 10 

The corresponding materials are treated in the same manner as described in 
Reference Example 1 to give the compounds as shown in the following Table 28. 

Table 28 



s 

o=< /=\ 

R ,< N -v>- C02Et 






R" 


Physicochemical properties etc. 


2 




NEt 2 


oil 

Mo (ArCl) Ju4 [IVL-l-JclJ-r 


3 




NMe 2 


oil 

MS fAPCD 337 rMH-Hl+ 


4 




NEt 2 


oil 

MS (APC1) 365 [M+H]+ 


5 


Ph""^ 


MMe2 


oil 

MS (APC1) 355 [M+H]+ 


6 




NEt 2 


oil 

MS (APCI) 383 [M+H]+ 


7 




o 


oil 

MS (APCI) 381 [M+H]+ 


8 


nPr 


NMe2 


oil 

MS (APCI) 307 [M+H]+ 


9 


nPr 


NEt 2 


oil 

MS (APCI) 335 [M+H]+ 


10 


i «Pr 


o 


oil 

MS (APCI) 333 [M+H]+ 



5 Me: methyl group, Et: ethyl group, nPr: n-propyl group, Ph: phenyl group 

Reference Example 11 

To a solution of the compound obtained in Reference Example 1(1) (200 mg) 
and cyclopropanecarbonyl chloride (115 jiL) in methylene chloride (4 mL) is added 
dropwise pyridine (137 pJL) under ice-cooling and the mixture is stirred at room 

10 temperature for 23 hours. To the reaction mixture is added successively water and a 
saturated sodium hydrogencarbonate solution, and the mixture is stirred. The mixture 
is extracted with chloroform and the extract is concentrated. The resultant crude 
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product is purified by flash column chromatography on NH-silica gel (Hi-Flash column; 
Yamazen, Solvent; chloroform : methanol = 1 : 0 -* 89 : 11) to give ethyl 4-[N-(cyclo- 
propylc^bonyl)-N-[2Kdimemylanmio)emyl]amino]henzoate (209 mg, yield; 81 %) as a 
yellow oil. MS (APCI) m/z:305 [M+H] + 
5 Reference Examples 12 to 26 

The corresponding materials are treated in the same manner as described in 
Reference Example 11 to give the compounds as shown in the following Table 29. 

Table 29 (No. 1) 



^^C0 2 Et 


Ref.Ex.Nos. 


R 


rnysicocnemical properties eic. 


12 




oil 

MS (APCI) 293 [M+H]+ 


13 




oil 

MS (APCI) 321 [M+H]+ 


14 




oil 

MS (APCI) 309 [M+H]+ 


15 




oil 

MS (APCI) 339 [M+H]+ 


16 


-Me 


oil 

MS (APCI) 279 [M+H]+ 


17 




oil 

MS (APCI) 307 [M+H]+ 


18 


Me 


oil 

MS (APCI) 307 [M+H]+ 


19 


t-Bu- 


oil 

MS (APCI) 321 [M+H]+ 



Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 
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Table 29 (No. 2) 



Me 2 N'^ ,N V^ i l 

^^C0 2 Et 


Ref.Ex.Nos. 


-R 


Physicochemical properties etc. 


20 


^^Me 


oil 

MS (APCI) 305 [M+H]+ 


21 


O 

^ O Me 


oil 

MS (APCI) 337 [M+H]+ 


22 


Me 


oil 

MS (APCI) 319 [M+H]+ 


23 




oil 

MS (APCI) 347 [M+H]+ 


24 




amorphous powder 
MS (APCI) 331 [M+H]+ 


25 




oil 

MS (APCI) 335 [M+H]+ 


26 




oil 

MS (APCI) 333 [M+H]+ 



Me: methyl group, Et: ethyl group, tBu: tert-butyl group 



Reference Example 27 

A solution of the compound obtained in Reference Example 1(1) (200 mg) and 
n-butyl isocyanate (143 uL) in methylene chloride (4 mL) is stirred at room temperature 
for 23 hours. To the reaction mixture is further added n-butyl isocyanate (143 uL) and 
the mixture is stirred at 50°C for 17 hours. The reaction mixture is concentrated and 
the resultant crude product is purified by gel-permeation chromatography (JAI Gel-H 
column, Solvent; chloroform) to give ethyl 4-|K-(butylcarbamoyl)-N-[2-(dimethyl- 
ammo)e1hyl]amino]benzoate (179 mg, yield; 63 %) as a yellow resin. MS (APCI) 
m/z: 336 [M+H] + 
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Reference Examples 28 to 30 

The corresponding materials are treated in the same manner as described in 
Reference Example 27 to give the compounds as shown in the following Table 30. 

Table 30 



9 

^^C0 2 Et 


Ref.Ex.Nos. 


-R 


Physicochemical properties etc. 


28 


S 

H 


MS (APCI) 310 [M+H]+ 


29 


S 

H 


oil 

MS (APCI) 352 [M+H]+ 


30 


s 

H Me 


oil 

MS (APCI) 352 [M+H]+ 



5 Me: methyl group, Et: ethyl group 

Reference Example 31 

To a solution of ethyl 4-benzylaminobenzoate (1.5 g) in methylene chloride (15 
mL) is added dropwise successively chloroacetyl chloride (0.56 mL) and N,N- 
diisopropylethylamine (1.54 mL) under ice-cooling, and the mixture is stirred for 1 

10 hour. To the reaction mixture is added diethylamine (3 mL) at the same temperature 
and the mixture is stirred at room temperature for 12 hours. To the reaction mixture is 
added water (10 mL) and the organic layer is separated. The aqueous layer is extracted 
with chloroform (5 mL). The organic layers are combined and concentrated. The 
resultant crude product is purified by flash column chromatography on NH-silica gel 

15 (Solvent; n-hexane : ethyl acetate - 6 : 1 -» 3 : 1) to give ethyl 4-[N-(lsT,N , -diethyl- 
glycyl)-N-benzylamino]benzoate (2.0 g, yield; 92%) as a brown oil. MS (APCI) m/z; 
369 [M+H] + 
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Reference Examples 32 to 35 

The corresponding materials are treated in the same manner as described in 
Reference Example 3 1 to give the compounds as shown in the following Table 3 1 . 

Table 31 



«5 - 

R 


Ref.Ex.Nos. 


R' 


R" 


Physicochemical properties etc. 


32 




NMe 2 


oil 

MS (APCI) 323 [M+H]+ 


33 




NEt 2 


oil 

MS (APCI) 351 [M+H]+ 


34 




NMe2 


oil 

MS (APCI) 341 [M+H]+ 


35 




O 


oil 

MS (APCI) 367 [M+H]+ 



5 Me: methyl group, Et: ethyl group, Ph: phenyl group 

Reference Example 36 

(1) To a solution of methyl 4-formylbenzoate (25 g) in methylene chloride (250 
mL) is added successively N,N-dimemylemylenediamine (67 g), acetic acid (87 mL), 
and sodium triacetoxyborohydride (50.6 g). The mixture is stirred at room 

10 temperature overnight. The reaction mixture is concentrated in vacuo and to the 
residue is added a saturated potassium carbonate solution. The mixture is extracted 
with ethyl acetate, and the organic layer is dried over anhydrous sodium sulfate and 
concentrated in vacuo to give methyl 4-[[[2-(<limemylammo)emyl]amino]methyl]- 
benzoate (31 .9 g, yield; 89 %) as a colorless oil. MS (APCI) m/z: 237 [M+H] + 

1 5 (2) To a solution of p-nitrophenyl chloroformate (1 8. 1 g) in methylene chloride 

(300 mL) is added dropwise 3-(dimemylamino)propanol (14.2 mL) and the mixture is 
stirred at room temperature for 4 hours. To the mixture is added successively methyl 
4-[[[2-(dimemylammo)emyl]amino]methyl]benzoate (13.7 g) and triethylamine (25 
mL) and the mixture is stirred at room temperature for one day. The reaction mixture 

20 is washed with a saturated potassium carbonate solution, dried over anhydrous sodium 
sulfate and concentrated in vacuo. The resultant crude product is purified by flash 
column chromatography on NH-silica gel (Chromatorex NH silica gel, Solvent; ethyl 
acetate : n-hexane = 1 : 1) to give methyl 4-[IN-[2<dimemylaniino)ethyl]-N-[[3- 
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(dimethylamino)propoxy]carbonyl]amino]m (7.97 g, yield; 38 %) as a 

colorless oil. MS (APCI) m/z: 366 [M+H] + 
Reference Example 37 

To a solution of the compound obtained in Reference Example 36(1) (200 mg) 

5 in methylene chloride (4 mL) is added propionyl chloride (110 \iL) and thereto is added 
dropwise pyridine (137 jxL) under ice-cooling. The mixture is stirred at room 
temperature for 4 hours. The reaction mixture is diluted with chloroform (5 mL) and 
thereto is added a saturated sodium hydrogencarbonate solution (10 mL). After 
stirring, the organic layer is separated and concentrated. The resultant crude product is 

10 purified by column chromatography on silica gel (Solvent; chloroform : methanol = 
100 : 0 — > 90 : 10) to give methyl 4-[P^propionyl-N^ 

methyl]benzoate (191 mg, yield; 78 %) as an amorphous powder. MS (APCI) m/z: 
293 [M+H] + 

Reference Examples 38 to 42 
15 The corresponding materials are treated in the same manner as described in 

Reference Example 37 to give the compounds as shown in the following Table 32. 



Table 32 



o 

Me 2 N^ N X R 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


38 


-< 


oU 

MS (APCI) 305 [M+H]+ 


39 




oil 

MS (APCI) 321 [M+H]+ 


40 




oil 

MS (APCI) 309 [M+H]+ 


41 


-NMe2 


oil 

MS (APCI) 308 [M+H]+ 


42 




oil 

MS (APCI) 339 [M+H]+ 



Me: methyl group 
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Reference Example 43 

To a solution of methyl 4-[[[2-(dimethylammo)ethyl]amino]methyl]benzoate 
(compound obtained in Reference Example 36(1), 200 mg) in methylene chloride (4 
mT.) is added n-butyl isocyanate (143 uL) and the mixture is stirred at room temperature 
for 4 hours. The reaction mixture is diluted with chloroform (5 mL) and thereto is 
added a saturated sodium hydrogencarbonate solution (10 mL). After stirring, the 
organic layer is separated and concentrated. The resultant crude product is purified by 
column chromatography on silica gel (Solvent; chloroform : methanol = 100 : 0 — ► 90 : 
10) to give methyl 4-[|>T-(butylcarbamoyl)-N-[2-(ta 

benzoate (261 mg, yield; 92 %) as a pale yellow oil. MS (APCI) m/z: 336 [M+H] + 
Reference Example 44 

To a solution of methyl 4-formylbenzoate (300 mg) in 1^-dichloroethane (6 
mL) is added (hethylamine (113 uL), and thereto is added sodium triacetoxyborohydride 
(581 mg) and acetic acid (261 uL) under ice-cooling. The mixture is stirred at room 
temperature for 1 8 hours. The reaction mixture is diluted with chloroform (5 mL) and 
thereto is added a saturated sodium hydrogencarbonate solution (10 mL). After 
stirring, the organic layer is separated and concentrated. The resultant crude product is 
purified by column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate 
= 70 : 30 — > 40 : 60) to give methyl 4- (diemylammomethyl)benzoate (144 mg, yield; 
60%) as an oil. MS (APCI) m/z: 222 [M+H] + 
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Reference Examples 45 to 59 

The corresponding materials are treated in the same manner as described in 
Reference Example 44 to give the compounds as shown in the following Table 33. 

Table 33 (No. 1) 



^^C0 2 Me 


Ref.Ex.Nos. 


-NRR 


Jrnysicocnemicai propernes etc. 




Me 


oil 

MS (APCI) 236 [M+HJ+ 


46 


Et 


oil 

MS (APCI) 250 [M+H]+ 


47 


Me^Me 
1 


oil 

MS (APCI) 266 [M+H]+ 


48 




oil ! 
MS (APCI) 284 [M+H]+ 


49 


M >-o 


oil 

MS (APCI) 262 [M+H]+ 


50 


-o 


oil 

MS (APCI) 220 [M+H]+ 


51 




oil 

MS (APCI) 234 [M+H]+ 


52 


^—f NH 2 


oil 

MS (APCI) 277 [M+H]+ 


53 


Me 


oil 

MS (APCI) 238 [M+H]+ 



5 Me: methyl group, Et: ethyl group 
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Table 33 (No. 2) 



R'RNjOxo 2 Me 


Ref.Ex.Nos. 


-NRR' 


Physicochemical properties etc. 


54 


IMIVie2 


oil 

MS (APC1) 194 [M+H]+ 


55 


Me 


oil 

MS (APC1) 236 [M+HJ+ 


56 


Me^Me 


oil 

MS (APCI) 266 [M+H]+ 


1 57 


— N Vl-Me 


oil 

MS (APCI) 249 [M+H]+ 


' 58 


-o 


oil 

MS (APCI) 220 [M+H]+ 


59 


-o 


oil 

MS (APCI) 234 [M+H]+ 



Me: methyl group 



Reference Example 60 

To a solution of ethyl 4-[[2<dimemylammo)emyl]amiao]benzoate (compound 
obtained in Reference example 1(1), 200 mg) in 1,2-dichloroethane (4 mL) is added 
isobutylaldehyde (384 uL) and thereto is added sodium triacetoxyborohydride (448 mg) 
and acetic acid (145 uL) under ice-cooling. The mixture is stirred at room temperature 
for 24 hours. The reaction mixture is diluted with chloroform (5 mL) and thereto is 
added a saturated sodium hydrogencarbonate solution (10 mL). After stirring, the 
organic layer is separated and concentrated. The resultant crude product is purified by 
column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 80 : 20 -> 
50 : 50) to give ethyl 4- [N-[2-(<iimemylammo)emyl]-N-isobutylamino]benzoate (239 
mg, yield; 97 %) as a pale yellow oil. MS (APCI) m/z: 293 [M+H] + 
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Reference Examples 61 to 66 

The corresponding materials are treated in the same manner as described in 
Reference Example 60 to give the compounds as shown in the following Table 34. 

Table 34 





Ref.Ex.Nos. 


R' 


R" 


Physicochemical properties etc. 


61 


Me 2 N ■s^^ N ^\^ Me 
1 


Et 


oil 

MS (APCI) 279 [M+H]+ 


62 




Et 


oil 

MS (APCI) 333 [M+H]+ 


63 


k 


Me 


oil 

MS (APCI) 251 [M+H]+ 


64 


k 


Me 


oil 

MS (APCI) 279 [M+H]+ 


65 


Me 


Me 


oil 

MS (APCI) 293 [M+H]+ 


66 


kU 


Me 


oil 

MS (APCI) 333 [M+H]+ 



5 Me: methyl group, Et: ethyl group 

Reference Example 67 

To a solution of ethyl 4-[[2-(dimethylammo)ethyl]ainino]benzoate (compound 
obtained in Reference Example 1(1), 3.0 g) in methylene chloride (30 mL) is added N- 
(tert-butoxycarbonyl)glycine (2.89 g) and thereto is added diethyl cyanophosphonate 

10 (2.89 mL) under ice-cooling. The mixture is stirred at room temperature for 24 hours. 
The reaction mixture is diluted with chloroform (20 mL) and thereto is added a 
saturated sodium hydrogencarbonate solution (50 mL). After, stirring, the organic 
layer is separated, washed with a saturated brine, dried over anhydrous sodium sulfate 
and concentrated in vacuo. The resultant crude product is purified successively by 

15 column chromatography on silica gel (Solvent; chloroform : methanol : 28 % aqueous 
ammonia = 100 : 10 : 1) and gel-permeation chromatography (Nippon Bunseki Kogyo, 
Solvent; chloroform) to give ethyl 4-|>T-I>J , -(tert-butoxycarbonyl)glycyl]-N-[2- 



WO 2004/064721 



PCT/JP2004/000617 



231 



Reference Kvam ple 70 to 77 

The corresponding materials are treated in the same manner as described in 
Reference Example 69 to give the compounds as shown in the following Table 35. 

Table 35 



N ^CO z Me 


Ref.Ex.Nos. 


-NRR' 


Physicochemical properties etc. 


70 


Me 

-H 

cx 


oil 

MS (APCI) 209 [M+H]+ 


71 


— NEt 2 


amorphous powder 
MS (APCI) 223 [M+H]+ 


72 


-o 


oil 

MS (APCI) 221 [M+H]+ 


73 


-o 


amorphous powder 
MS (APCI) 235 [M+H]+ 


74 


— N \j-Me 


amorphous powder 
MS (APCI) 250 [M+H]+ 


75 




oil 

MS (APCI) 267 [M+H]+ 


76 


^ Me 


amorphous powder 
MS (APCI) 223 [M+H]+ 


77 


-CO 


amorphous powder 
MS (APCI) 269 [M+H]+ 



Me: methyl group, Et: ethyl group 



Reference Fxample 78 

(1) To a solution of ethyl 4-hydroxybenzoate (15.3 g) in N,N- 
dimethylformamide (150 mL) is added successively 2-dimemylaminoethyl chloride 
hydrochloride (15.9 g) and potassium carbonate (43.2 g) and the mixture is stirred at 
U0°C overnight. To the reaction mixture is added water and the mixture is extracted 
with ethyl acetate. The organic layer is washed successively with a saturated sodium 
hydrogencarbonate solution and water, dried over anhydrous sodium sulfate, and 
concentrated in vacuo. The resultant crude product is purified by flash column 
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chromatography on silica gel (Solvent; chloroform : methanol = 10 : 1) to give ethyl 4- 
[2-(d^emylamino)ethoxy]benzoate (14.1 g, yield; 65 %) as a brown oil. MS (APCI) 
m/z: 238 [M+H] + 

(2) To the compound obtained in the above step (1) (14.1 g) is added cone. 
5 hydrochloric acid (40 mL) and water (100 mL) and the mixture is refluxed overnight 
The reaction mixture is concentrated in vacuo and the resultant crystals is washed with 
methanol/ether to give 4-[2-(dimemylamino)ethoxy]benzoic acid hydrochloride (14.1 g, 
yield; 56 %) as a brown powder. MS (APCI) m/z: 210 [M+H] + 
Reference Example 79 

10 The corresponding materials are treated in the same manner as described in 

Reference Example 78 to give the compounds as shown in the following Table 36. 



Table 36 



RO-^^-C0 2 H 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


79 




pale yellow amorphous powder 
MS (APCI) 250 [M+H] 



Me: methyl group 



Reference Example 80 

15 (1) Thionyl chloride (1.33 mL) is added dropwise to methanol (30 mL) under 

ice-cooling and the solution is stirred for 10 minutes. To the solution is added 4- 
hydroxycinnamic acid (3.0 g) and the mixture is stirred at room temperature for 4 days. 
The reaction mixture is concentrated and the residue is diluted with ethyl acetate (50 
mL), washed successively with a saturated sodium hydrogencarhonate solution and 

20 saturated brine, dried over anhydrous sodium sulfate, and concentrated in vacuo. The 
residue is re-crystallized from ethyl acetate/n-hexane to methyl 4-hydroxycinnamate 
(2.86 g, yield; 88 %) as pale yellow crystals. 
M.p. 136.5 -137°C 

(2) To a solution of the compound obtained in the above step (1) (1.53 g) in 
25 N,N-dimethylformamide (25 mL) is added successively 3-chloropropyldimethylamine 
hydrochloride (1.69 g), potassium carbonate (3.12 g), and tetrabutylammonium iodide 
(105 mg). The mixture is stirred at 80°C for 17 hours. After cooling, to the reaction 
mixture is added water (100 mL) and the mixture is extracted with ethyl acetate (150 
mL x 2). The organic layer is separated, washed successively with water (150 mL, x 
30 2) and saturated brine, dried over anhydrous sodium sulfate, and concentrated in vacuo 
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to give methyl trans-344-[3-(dimemylaiimio)propyloxy]plienyl]acrylate (2.07 g, yield; 
92 %) as a pale yellow oil. MS (APCI) m/z: 264 [M+H] + 

(3) To a solution of the compound obtained in the above step (2) (2.07 g) in 
methanol (15 mL) is added IN sodium hydroxide solution (15 mL) and the mixture is 
5 stirred at room temperature for 1 5 hours. The reaction mixture is concentrated and the 
residue is neutralized (pH 7) with IN HC1 and thereto is added methanol. The mixture 
is stirred and the precipitated crystals are collected to give trans-3-[4-[3-(dimethyl- 
amino)propyloxy]phenyl]acryUc acid (1.93 g, yield; 98 %) as colorless crystals. M.p. 

191 - 193°C 
10 Reference Tframple 81 

(1) To a solution of methyl 4-(ammomethyl)benzoate (5.08 g) in methylene 
chloride (30 mL) is added di-tert-butyl dicarbonate (6.4 g) under ice-cooling and the 
mixture is stirred at room temperature for 24 hours. The reaction mixture is diluted 
with methylene chloride (20 mL) and thereto is added water (40 mL). After stirring, 

15 the organic layer is separated and concentrated to give methyl 4-|N-(tert-butoxy- 
carbonyl)aminomethyl]benzoate. 

(2) To a solution of the compound obtained in the above step (1) (1.5 g) in 
tetrahydrofuran (15 mL) and thereto is added sodium hydride (60 % dispersion in 
mineral oil, 407 mg) under ice-cooling. The mixture is stirred at room temperature for 

20 30 minutes. To the reaction mixture is added dropwise ethyl iodide (2.26 mL) under 
ice-cooling and the mixture is stirred at 60°C for 1 hour. After cooling to room 
temperature, the reaction mixture is diluted with ethyl acetate (10 mL) and thereto is 
added water. After standing, the organic layer is separated and concentrated. The 
resultant product is purified by flash column chromatography on NH-silica gel (Solvent; 
25 n-hexane : ethyl acetate = 20 : 1) to give methyl 4-[[N-ethyl-N-(tert-butoxycarbonyl)]- 
aminomethyl]benzoate (929 mg, yield; 56 %) as an amorphous powder. MS (APCI) 
m/z: 294 [M+H] + 
Reference E xam ple 82 

(1) To a solution of 4-hydroxybenzaldehyde (610 mg) in N,N-dimethyl- 
30 formamide (20 mL) is added successively 2-dimemylaminoethyl chloride hydrochloride 
(1.08 g) and potassium carbonate (2.0 g), and the mixture is stirred at room temperature 
for 1 8 hours. To the reaction mixture is added ethyl acetate, and the mixture is washed 
with water and saturated brine and dried over anhydrous sodium sulfate. The resultant 
crude product is purified by column chromatography in silica gel (Solvent; chloroform : 
35 methanol = 20 : 1 -* 10 : 1) to give 4-[2-(toemylamino> ethoxy]benzaldehyde (640 
mg, yield; 66 %) as a pale yellow oil. MS (APCI) m/z: 194 [M+H] + 
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(2) To a solution of tert-butyl dimemylphosphonoacetate (807 mg) in 
tetrahydrofuran (20 mL) is added sodium hydride (60 % dispersion in mineral oil, 144 
mg) under ice-cooling and the mixture is stirred for 30 minutes. To the reaction 
mixture is added a solution of the compound obtained in the above step (1) (580 mg) in 

5 tetrahydrofuran (1 0 mL) and the mixture is stirred at room temperature for 1 hour. To 
the reaction mixture is added ice-water. The mixture is extracted with ethyl acetate 
and the organic layer is washed with saturated brine and dried over anhydrous sodium 
sulfate. The resultant crude product is purified by column chromatography on silica 
gel (Solvent; chloroform : methanol = 20 : 1) to give tert-butyl trans-3-[4-[2- 

10 (dimemylamino)ethoxy]phenyl]acrylate (920 mg, yield; quantitative) as colorless 
crystals. MS (APCI) m/z: 292 [M+H] + 

(3) A solution of the compound obtained in the above step (2) (880 mg) in 4N 
HCl-dioxane (10 mL) is stirred at room temperature for 6 hours. The reaction mixture 
is diluted with diethylether, and the precipitated crystals are collected by filtration and 

15 washed with diethylether to give tram-3-[4-[2-(dimethylamino)ethoxy]phenyl]acryUc 
acid hydrochloride (750 mg, yield; 91 %) as colorless crystals. MS (APCI) m/z: 236 
[M+H] + 

Reference . Rxam ple 83 

(1) Thionyl chloride (8.7 mL) is added dropwise to methanol (90 mL) at -30°C 
20 under argon gas atmosphere over a period of 15 minutes and a mixture is stirred at - 

20°C for 30 minutes. To the mixture is added 3-ammo-4-methoxybenzoic acid (5.0 g) 
and the solution is stirred at the same temperature for 15 minutes and at room 
temperature for 3 days. The reaction mixture is concentrated in vacuo and the 
resultant crystals are washed with methanol/ether to give methyl 3-amino-4- 
25 methoxybenzoate hydrochloride (6.25 g, yield; 96 %) as colorless crystals. Mp. 213 - 
215°C, MS (APCI) m/z: 182 [M+H] + 

(2) To a suspension of the compound obtained in the above step (I) (1.08 g) in 
tetrahydrofuran (10 mL) is added pyridine (2.4 mL) and methanesulfonyl chloride (0.56 
mL) and the mixture is stirred at room temperature for 30 minutes. To the reaction 

30 mixture is added water and the mixture is stirred. The mixture is extracted with ethyl 
acetate. The extract is treated by column chromatography on diatomite and 
concentrated in vacuo. The resultant residue is recrystallized from ether/hexane to 
give methyl 3-memanesulfonylamino-4-methoxybenzoate (1.08 g, yield; 69 %) as 
crystals. MS (APCI) m/z: 258 [M+H] + 

35 (3) A solution of the compound obtained in the above step (2) (260 mg), 

potassium carbonate (222 mg), and 2-cWoroethyldiemylamine hydrochloride (414 mg) 
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in dimethylsulfoxide (2 mL) is vigorously stirred. To the reaction mixture is added 
water. After stirring, the mixture is extracted with ethyl acetate. The extract is 
washed with saturated brine, filtered through NH-silica gel column and concentrated in 
vacuo. The resultant residue is purified by flash column chromatography on NH-silica 
5 gel (Hi-flash column, Solvent; chloroform : methanol = 1 : 0 -»• 95 : 5) and treated with 
HCl/ethyl acetate to 3-|^-[2Kdiemylammo)emyl]-N-(memanesulfonyl)amino]-4- 
methoxybenzoate hydrochloride (228 mg, yield; 93 %) as colorless resin. MS (APC1) 
m/z: 359 [M+H] + 
Reference Example 84 

!0 (l) To a solution of vanilin (76.1 g) in N^J-dimethylformamide (500 mL) is 

added successively 4-(2-chloroethyl)morpholine hydrochloride (130 g), sodium iodide 
(7.5 g), and potassium carbonate (207 g). The mixture is stirred at 80°C for 15 hours. 
The reaction mixture is concentrated in vacuo. The residue is diluted with ethyl 
acetate, washed with saturated brine, dried over anhydrous sodium sulfate, and 

15 concentrated in vacuo. To the residue is added diisopropyl ether and the resultant 
crystals are collected by filtration to give 3-methoxy-4-(2-morpholinoethoxy)- 
benzaldehyde (112.6 g, yield; 85 %) as orange crystals. MS (APC1) m/z: 266 [M+H] + 

(2) To a solution of triethyl phosphonoacetate (37.0 g) in tetrahydrofuran (150 
mL) is added sodium hydride (60 % dispersion in mineral oil, 6.4 g) with ice cooling 

20 and the mixture is stirred for 0.5 hour. To the mixture is added dropwise a solution of 
the compound obtained in the above step (1) (40.0 g) in tetrahydrofuan (140 mL) under 
ice-cooling and the mixture stirred at the same temperature for 2 hours. The reaction 
mixture is diluted with ethyl acetate (500 mL), washed with saturated brine, dried over 
anhydrous sodium sulfate, and concentrated in vacuo. To the precipitated product is 

25 added diisopropyl ether and the resultant crystals are collected by filtration to give ethyl 
trans-3-[3-methoxy-^(2-morpholinoethoxy)phenyl]acrylate (46.2 g, yield; 91 %) as 
orange crystals. MS (APC1) m/z: 336 [M+H] + 

(3) To a solution of the compound obtained in the above step (2) (43.3 g) in 
methanol (250 mL) is added 2N sodium hydroxide solution (100 mL) and the mixture is 

30 stirred at room temperature overnight. The reaction mixture is concentrated in vacuo 
and neutralized. The precipitated crystals are collected by filtration and dissolved in 
ethanol. The insoluble materials are removed by filtration and the resultant crystals 
are recrystallized to give trans-3-[3-memoxy-4-(2-morpholinoethoxy)phenyl]acryhc 
acid (34.8 g, yield; 88 %) as yellow crystals. MS (APC1) m/z: 308 [M+H] + 
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Reference E xample 85 

(1) To methanol (1500 mL) is added dropwise thionyl chloride (254 mL) at - 
30°C over a period of one hour and the mixture is stirred at room temperature for 0.5 
hour. To the mixture is added trans-cyclohexane-l,4-4icarboxylic acid (500.0 g) and 

5 the mixture is stirred at room temperature for 17 hours. The reaction mixture is 
concentrated in vacuo and the residue is diluted with chloroform, washed with a 
saturated sodium hydrogencarbonate solution and saturated brine, dried over anhydrous 
sodium sulfate and concentrated in vacuo. The residue is crystallized from n-hexane, 
collected by filtration, and dried to give dimethyl trans-cyclohexane-l,4-dicarboxylate 

10 (545.0 g). MS (APCI) m/z: 201 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (150.0 g) in 
tetrahydrofuran (1500 mL) is added dropwise a mixture of a solution of 28 % sodium 
methoxide-methanol (149 g) and water (13.2 g) under ice-cooling. The mixture is 
stirred at room temperature for 3.5 hours and thereto is added n-hexane (150 mL). The 

15 resultant precipitate is collected by filtration and added to a mixture of cone 
hydrochloric acid (50 mL), water (450 mL) and chloroform (1000 mL). The mixture 
is stirred at room temperature for 20 minutes. The chloroform layer is separated and 
the aqueous layer is extracted with chloroform. The organic layers are combined, 
dried over anhydrous sodium sulfate, and concentrated in vacuo. The residue is 

20 crystallized from n-hexane, collected by filtration, and dried to give mono-methyl trans- 
cyclohexane-1 ,4-dicarboxylate (106.0 g). MS (ESI) m/z: 1 85 [M-H]' 

(3) To a solution of the compound obtained in the above step (2) (100.0 g) in 
tert-butanol (1000 mL) is added diphenylphosphoryl azide (155 g) and triethylamine 
(78.6 mL). The mixture is stirred at 60°C for 1 hour and refluxed under heating for 17 

25 hours. After cooling, ice-cooled water is poured into the reaction mixture and the 
mixture is extracted with ethyl acetate. The organic layer is washed with a saturated 
sodium hydrogencarbonate solution and saturated brine, dried over anhydrous sodium 
sulfate, and concentrated in vacuo. The residue is dissolved in methanol (250 mL) and 
thereto is added water (750 mL). The mixture is stirred for 0.5 hour under ice-cooling. 

30 The resultant precipitate is collected by filtration, washed with water/methanol (3:1, 
1000 mL) and n-hexane, and dried over anhydrous sodium sulfate to give methyl trans- 
4-(tert-butoxycarbonylamino)cyclohexanecarboxylate (117.0 g). MS (APCI) m/z: 275 

[M+NHUf 

Reference Example 86 

35 (l) To a solution of the compound obtained in Reference Example 85 (234.0 g) 

in dioxane (500 mL) is added 4N HCl-dioxane (500 mL) and the mixture is stirred at 
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room temperature for 1 9 hours. The reaction mixture is concentrated in vacuo and the 
residue is suspended in diethyl ether. The precipitate is collected by filtration to give 
methyl ti^-4-animocyclohexanecarboxylate hydrochloride (121.9 g). MS (APCI) 
m/z: 158 [M+H] + 

5 (2) To a solution of the compound obtained in the above step (1) (93.0 g) in 

methanol (1000 mL) is added 35 % formaldehyde solution (95.4 mL), sodium acetate 
(39.4 g) and 10 % palladium-carbon (10 g) and the mixture is stirred at room 
temperature under atmospheric pressure of hydrogen for 3.5 hours. The insoluble 
materials are removed through Celite and the filtrate is concentrated in vacuo. To the 

10 residue is added 20 % potassium carbonate solution (500 mL) and the mixture is 
extracted with chloroform. The organic layer is dried over anhydrous sodium sulfate 
and potassium carbonate, and concentrated in vacuo. The residue is purified by 
column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 2 : 1) to 
give methyl trans^-(dimemylamino)cyclohexanecarboxylate (87.3 g). MS (APCI) 

15 m/z: 186 [M+H] + 

(3) To a solution of the compound obtained in the above step (2) (27.6 g) in 
dioxane (300 mL) end water (100 mL) is added 6N HC1 (50 mL) and the mixture is 
refluxed under heating for 4 hours. To the reaction mixture is added 6N HC1 (50 mL) 
and the mixture is further refluxed for 1 hour. The reaction mixture is concentrated in 

20 vacuo and the residue is subjected to azeotropic distillation with toluene. The residue 
is suspended in diisopropyl ether and the resultant precipitate is collected by filtration, 
washed with diisopropyl ether, and dried to give trans-4-(dimethylamino)cyclohexane- 
carboxylic acid (27.5 g). MS (APCI) m/z: 172 [M+H] + 
Reference Kxample 87 

25 (1) A suspension of the compound obtained in Reference Example 86(1) (10 g), 

1,4-diiodobuthane (19.2 g), and sodium carbonate (16.4 g) in tetrahydrofuran (300 mL) 
and N,N-dimethylacetamide (60 mL) is stirred at 70°C for 20 hours. The reaction 
mixture is concentrated in vacuo and the residue is dissolved in ethyl acetate/water. 
The organic layer is separated, washed with water and saturated brine, dried over 

30 anhydrous sodium sulfate, and concentrated in vacuo. The residue is purified by 
column chromatography on NH-silica gel (Solvent; ethyl acetate : n-hexane =1:5) to 
give methyl trans-4-(l-pyrroUdinyl)cyclohexanecarboxylate (10.9 g). MS (APCI) m/z: 
212 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (10.9 g) in 
35 dioxane (1 50 mL) is added 2N aqueous HC1 (80 mL) and the mixture is stirred at 1 1 0°C 
for 3 hours while evaporating to remove methanol. The reaction mixture is 
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concentrated in vacuo. The residue is triturated with diethyl ether and collected by 
filtration to give trans^(l-pyrrolidinyl)cyclohexanecafboxylic acid hydrochloride (11.1 
g). MS (APCI) m/z: 198 [M+H] + 
Reference E xam ple 88 

5 (1) A suspension of the compound obtained in Reference Example 86(1) (47.5 

g), bis(2-chloroethyl) ether (34.5 mL), sodium carbonate (77.9 g), and sodium iodide 
(88 g) in tetrahydrofuran (1400 mL) and N,N-dimethylacetamide (280 mL) is refluxed 
for 18 hours. To the reaction mixture is added bis(2-chloroethyl)ether (23 mL) and 
sodium iodide (22 g) and the mixture is refluxed for 6 hours. The reaction mixture is 

10 concentrated in vacuo and the residue is dissolved in ethyl acetate/water. The organic 
layer is separated, washed with water and saturated brine, dried over anhydrous sodium 
sulfate, and concentrated in vacuo. The residue is purified by column chromatography 
on NH-silica gel (Solvent; ethyl acetate : n-hexane = 1 : 30 1 : 5 -> 1 : 3) to give 
methyl trans-4-morpholinocyclohexanecarboxylate (53.9 g). MS (APCI) m/z: 228 

15' [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (53.8 g) in 
dioxane (750 mL) is added 2N aqueous HC1 (400 mL) and the mixture is stirred at 
110°C for 4 hours while evaporating to remove methanol. The reaction mixture is 
concentrated in vacuo. The residue is suspended in diethyl ether and collected by 
20 filtration to give trans-4-morpholinocyclohexanecarboxylic acid hydrochloride (54.8 g). 
MS (APCI) m/z: 214 [M+H] + 
Reference Example 89 

(1) To a suspension of trans-4-(ammomethyl)cyclohexanecarboxylic acid (6.29 
g) in methanol (32 mL) is added dropwise thionyl chloride (6 mL) under ice-cooling 

25 and the mixture is stirred at room temperature overnight. The reaction mixture is 
concentrated in vacuo to give methyl trans-4-(aminomethyl)cyclohexanecarboxylate 
hydrochloride (8.69 g). MS (APCI) m/z: 172 [M+H] + 

(2) To a suspension of the compound obtained in the above step (1) (8.69 g) in 
dichloromethane (400 mL) is added triethylamine (11.2 mL). After stirring at room 

30 temperature for a few minutes, to the reaction mixture is added 35 % formaldehyde 
solution (15.9 mL) and sodium triacetoxyborohydride (25.43 g), and then the mixture is 
stirred at room temperature for 2 hours. To the reaction mixture is added a saturated 
sodium hydrogencarbonate solution and the mixture is extracted with chloroform. The 
organic layer is washed with water and saturated brine, dried over anhydrous sodium 

35 sulfate, and concentrated in vacuo to give methyl trans-4-(dimemylaminomethyl)- 
cyclohexanecarboxylate (7.42 g). MS (APCI) m/z: 200 [M+H] + 
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(3) To a solution of the compound obtained in the above step (2) (7.41 g) in 
dioxane (140 mL) is added 2N aqueous HC1 (70 mL), and the mixture is refiuxed under 
heating for 3 hours. After cooling, the reaction mixture is concentrated in vacuo. 
The residue is subjected to azeotropic distillation with toluene and dried to give trans-4- 
(dimethylaminomethyl)cyclohexanecarboxylic acid hydrochloride (8.45 g) as an 
amorphous powder. MS (APCI) m/z: 186 |M+H] + 
Reference Example 90 

(1) To a suspension of sodium hydride (60 % dispersion in mineral oil, 33.6 g) 
in tetrahydrofuran (600 mL) is added dropwise a solution of triethyl phosphonoacetate 
(188.4 g) in tetrahydrofuran (100 mL) under ice-cooling. The mixture is stirred at the 
same temperature for 0.5 hour and thereto is added dropwise a solution of pyridine 4- 
carboxaldehyde (75.00 g) in tetrahydrofuran (100 mL). The mixture is stirred for 1 
hour. To the reaction mixture is added ice water (1000 mL) and the mixture is 
extracted with ethyl acetate. The organic layer is washed with water, a saturated 
sodium hydrogencarbonate solution and saturated brine, dried over anhydrous sodium 
sulfate and concentrated in vacuo. The residue is suspended in a small amount of 
diisopropyl ether under ice-cooling. The resultant precipitates are collected by 
filtration, washed with diisopropylether, and n-hexane and dried to give ethyl 3-(4- 
pyridyl)acrylate (77.53 g). MS (APCI) m/z: 178 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (28.00 g) in 
acetic acid (280 mL) is added platinum oxide (1.80 g), and the mixture is stirred at room 
temperature under hydrogen gas atmosphere for 24 hours. The reaction mixture is 
filtered to remove insoluble materials and the filtrate is concentrated in vacuo. The 
resultant residue is dissolved in dioxane (200 mL) and thereto is added 4N HCl-dioxane 
(200 mL). The mixture is concentrated in vacuo and the residue is suspended in 
diethyl ether/diisopropylether. The resultant precipitates are collected by filtration, 
washed with diisopropylether, and dried to give ethyl 3-(4-piperidyl)propionate 
hydrochloride (33.50 g). MS (APCI) m/z: 1 86 [M+H] + 

Reference Example 91 

To a solution of ethyl (4-pyridyl)acetate (50.00 g) in acetic acid (500 mL) is 
added platinum oxide (3.44 g), and the mixture is shaken at room temperature under 
hydrogen gas atmosphere for 20 hours. The reaction mixture is filtered to remove 
insoluble materials and the filtrate is concentrated in vacuo. The resultant residue is 
dissolved in dioxane (200 mL) and thereto is added 4N HCl-dioxane (400 mL). The 
mixture is concentrated in vacuo and the residue is suspended in diethyl 
ether/diisopropylether. The resultant precipitate is collected by filtration, washed with 
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diisopropylether and dried to give ethyl (4-piperidyl)acetate hydrochloride (61.80 g). 
MS (APCI) m/z: 172 [M+H] + 
Reference Example 92 

(1) To a solution of the compound obtained in Reference Example 90 (70.83 g) 
in ethanol (700 mL) is added 2-iodopropane (38.2 mL) and potassium carbonate (132.3 
g), and the mixture is refluxed under heating for 6 hours. The reaction mixture is 
filtered to remove insoluble materials and the filtrate is concentrated in vacuo. The 
residue is diluted with ethyl acetate (800 mL), washed with water and saturated brine, 
dried over anhydrous sodium sulfate, and concentrated in vacuo. The residue is 
purified by column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate 
= 20 : 1 — ► 9 : 1) to give ethyl 3-(l-isopropylpiperidin-4-yl)propionate (57.13 g). MS 

(APCI) m/z: 228 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (57.12 g) in 
dioxane (1200 mL) is added 2N HC1 (600 mL) and the mixture is refluxed under 
heating for 3 hours. The reaction mixture is concentrated in vacuo and subjected to 
azeotropic distillation with dioxane. The resultant residue is triturated with diethyl 
ether/diisopropylether (1:1, 500 mL). The precipitates are collected by filtration, 
washed with diisopropylether and dried to give 3-(isopropylpiperidin-4-yl)propionic 
acid hydrochloride (55.36 g). MS (APCI) m/z: 200 [M+H] + 

Reference Examples 93 to 94 

The corresponding materials are treated in the same manner as described in 
Reference Example 92(1) and (2) to give the compounds as shown in the following 
Table 37. 



Table 37 



CH 3 

" 3 Cl X 


Ref.Ex.Nos. 


-Y-COO-R' 


Physicochemical properties etc. 


93 


(1) 


-CH 2 COOC 2 H s 


MS (APCI) 214[M+H]+ 


(2) 


-CH 2 COOH 


hydrochloride 
MS (APCI) 200[M+H]+ 


94 


(1) 


-COOC2H5 


MS (APCI) 186[M+H]+ 


(2) 


-COOH 


hydrochloride 
MS (APCI) 172[M+H]+ 
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Reference Example 95 

(1) A suspension of the compound obtained in Reference Example 91 (5.00 g), 
4-chloropyridine hydrochloride (3.62 g), and triethylamine (10.01 mL) in xylene (130 
mL) is refluxed under heating for 20 hours. After cooling, the reaction mixture is 
filtered to remove insoluble materials and the filtrate is concentrated in vacuo. The 
residue is diluted with chloroform, washed with water, dried over anhydrous sodium 
sulfate, and concentrated in vacuo. The residue is purified by column chromatography 
on NH-silica gel (Solvent; chloroform : ethyl acetate = 4 : 1) to give ethyl [l-(4- 
pyridyl)piperidin-4-yl]acetate (4.15 g). MS (APC1) m/z: 249 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (4.15 g) in 
dioxane (200 mL) is added IN aqueous HC1 (70 mL), and the mixture is refluxed under 
heating for 4 hours. The reaction mixture is concentrated in vacuo and the residue is 
lyophilized to give [l-(4-pyridyl)piperidin-4-yl]acetic acid hydrochloride (3.90 g). MS 
(APCI) m/z: 221 fM+H] + 

Reference Example 96 

(1) A mixture of ethyl isonipecotate (1.57 g), propionaldehyde (1.0 g), and 
10 % palladium-carbon (500 mg) in methanol (20 mL) is vigorously stirred at room 
temperature under hydrogen gas atmosphere for 2 hours. After substituting the argon 
gas for hydrogen, the palladium-carbon is collected by filtration and washed with 
methanol (100 mL). The washing and the filtrate are combined and concentrated in 
vacuo. The residue is dissolved in ethanol (20 mL) and thereto is added 4N HC1- 
dioxane (20 mL). The mixture is concentrated in vacuo and the residue is crystallized 
from ethanol/ether to give ethyl l-propylpiperidin-4-carboxylate hydrochloride (1.81 g, 
yield; 77 %) as colorless crystals. M.p. 114 - 117°C 

(2) A mixture of the compound obtained in the above step (1) (1.79 g) and 
cone, hydrochloric acid (20 mL) is refluxed under heating for 2 hours. After cooling, 
the reaction mixture is concentrated in vacuo and ether is added to the residue. The 
mixture is stirred and the supernatant is separated. The ether layer of the supernatant 
is removed and the residue is crystallized from ethanol/ether to give 1-propylpiperidin- 
4-carboxylic acid hydrochloride (1.11 g, yield; 70 %) as colorless crystals. M.p. 222 - 
224°C 

Reference Example 97 

To a solution of 4-[[2-(dimethylamino)ethyl]amino]benzaldehyde (300 mg) in 
methylene chloride (4 mL) is added 2-methoxyethyl chloroformate (234 \xL) and thereto 
is added dropwise pyridine (252 jxL) under ice-cooling. The mixture is stirred at 50°C 
for 2 days. The reaction mixture is diluted with chloroform (5 mL) and thereto is 
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added a saturated sodium hydrogencarbonate solution (10 mL). After stirring, the 
organic layer is separated and concentrated. The residue is purified by column 
chromatography on silica gel (Solvent; chloroform : methanol = 100 : 0 -* 90 : 10) to 
give 4-|N-[(2-methoxyethoxy)caibon^ 
5 aldehyde (290 mg, yield; 63 %) as an amorphous powder. MS (APCI) m/z: 294 
[M+H] + 

Reference E xam ple 98 

A solution of mono-methyl terephthaloyl chloride (500 mg), N,N- 
dimethylethylenediamine (178 mg) and diisoprpylethylamine (650 mg) in methylene 
10 chloride (5.0 mL) is stirred at room temperature overnight. The reaction mixture is 
diluted with ethyl acetate and thereto is added a saturated sodium hydrogencarbonate 
solution. After stirring, the organic layer is separated and concentrated in vacuo. The 
residue is purified by flash column chromatography on NH-silica gel (Solvent; n- 
hexane : ethyl acetate = 9 : 1) to give methyl 4-[[[2-(dimethylamino)- 
15 ethyl]amino]carbonyl]benzoate (355 mg, yield; 70 %) as yellow crystals. MS (APCI) 
m/z: 251 [M+H] + 
Reference Example 99 

Under argon gas atmosphere, lithium aluminum hydride (1.19 g) is suspended 
in tetrahydrofuran (50 mL) and thereto is added dropwise a solution of ethyl (1- 
20 isopropylpiperidin-4-yl)acetate (compound obtained in Reference Example 93(1), 6.43 
g) in tetrahydrofuran (50 mL) over a period of 15 minutes under ice-cooling. The 
mixture is stirred at room temperature for 1.5 hours. To the reaction mixture is added 
successively water (1.2 mL), 2N sodium hydroxide solution (2.4 mL), and water (2.4 
mL) under ice-cooling. The mixture is stirred at room temperature for 2 hours. After 
25 addition of magnesium sulfate, the reaction mixture is stirred for 10 minutes and 
filtered. The filtrate is concentrated in vacuo and the residue is purified by flash 
column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 1 : 1) to 
give 2-(l-isopropylpiperidin-4-yl)ethanol (5.09 g, yield; 99 %) as a colorless oil. MS 
(APCI) m/z: 172 [M+H] + 
30 Reference Example 100 

Under argon gas atmosphere, lithium aluminum hydride (3.29 g) is suspended 
in tetrahydrofuran (160 mL) and thereto is added ethyl l-isopropylpiperidin-4- 
carboxylate (compound obtained in Reference Example 94(1), 5.00 g) under ice- 
cooling. The mixture is stirred at room temperature for 14 hours. To the reaction 
35 mixture is added successively water (3.3 mL), 2N sodium hydroxide solution (6.6 mL) 
and water (6.6 mL) under ice-cooling. The mixture is stirred at room temperature for 1 
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hour. After addition of magnesium sulfate, the reaction mixture is stirred for 10 
minutes and filtered The filtrate is concentrated in vacuo and the residue is purified 
by flash column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 
1 : 1) to give (l-isopropylpiperidin-4-yl)methanol (3.75 g, yield; 99 %) as a colorless 

5 oil. MS (APCI) m/z: 1 58 [M+H] + 
Reference Example 101 

To a solution of l-methyl-2-imidazolecarboxaldehyde (10 g) in a mixture of 
ethanol (80 mL) and talrahydrofuran (80 mL) is added sodium borohydride (4.2 g) 
under ice-cooling and the mixture is stirred at room temperature for 2 hours. The 

10 reaction mixture is concentrated in vacuo and the residue is dissolved in chloroform, 
washed with a saturated sodium hydrogencarbonate solution, dried over anhydrous 
sodium sulfate, and concentrated in vacuo. To the residue is added diisopropylether 
and the resultant crystals are collected by filtration to give (1 -methyl- lH-imidazole-2- 
yl)methanol (9.9 g, yield; 98 %) as colorless crystals. MS (APCI) m/z: 113 [M+H] + 

15 Reference Example 102 

(1) To a solution of methyl 4-[[(tert-butoxycarbonyl)amino]methyl]benzoate 
(compound obtained in Reference Example 81(1), 2.0 g) in tetrahydrofuran (20 mL) is: 
added sodium hydride (60 % dispersion in mineral oil, 0.9 g) under ice-cooling. The 
mixture is stirred at room temperature for 30 minutes and then to the reaction mixture is 

20 added dropwise methyl iodide (2.3 mL). The mixture is stirred at room temperature 
for 3 hours. The reaction mixture is diluted with ethyl acetate, washed with water, and 
concentrated in vacuo to give methyl 4-[[N-methyl-N-(tert-butoxycarbonyl)amino]- 
methyl]benzoate (1 .9 g, yield; 94 %) as a yellow oil. MS (APCI) m/z: 280 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (1.5 g) in 
25 methanol (5.0 mL) is added 4N HCl-dioxane (10.0 mL) and the mixture is stirred at 

room temperature for 1 hour. The reaction mixture is diluted with ether and the 
precipitated crystals are collected by filtration to give methyl 4-[(methylamino)- 
methyl]benzoate (0.89 g, yield; 78 %) as colorless crystals. MS (APCI) m/z: 180 
[M+H] + 

30 (3) A suspension of the compound obtained in the above step (2) (100 mg), 2- 

(diethylamino)ethyl chloride hydrochloride (160 mg), and potassium carbonate (260 
mg) in N,N-dimethylformamide (3.0 mL) is stirred at 80°C for 3 hours. The reaction 
mixture is diluted with water and extracted with ethyl acetate. The extract is 
concentrated in vacuo and the residue is purified by column chromatography on silica 

35 gel (Solvent; chloroform : methanol = 10 : 1) to give methyl 4-[[N-methyl-N-[[2- 
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(diethylamino)etlioxy]carbonyl]amino]methyl]benzoate (94 mg, yield; 64 %) as a 
yellow oil. MS (APCI) m/z: 323 [M+H] + 
Reference E xample 1 03 

(1) To a solution of methyl 5-aminofuran-2-carboxylate (1.0 g) and pyridine 
5 (1.2 mL) in methylene chloride (6.0 mL) is added dropwise cyclopropanecarbonyl 

chloride (0.78 mL) under ice-cooling and the mixture is stirred at room temperature for 
2 hours. To the reaction mixture is added a saturated sodium hydrogencarbonate 
solution and the mixture is extracted with chloroform. The extract is dried over 
anhydrous sodium sulfate and concentrated in vacuo. The residue is purified by 
10 column chromatography on silica gel (Solvent; n-hexane : ethyl acetate = 3 : 1) to give 
methyl 5-[(cyclopropylcarbonyl)amino]furan-2-carboxylate (0.82 g, yield; 56 %) as 
colorless crystals. MS (APCI) m/z: 210 [M+H] + 

(2) A suspension of the compound obtained in the above step (1) (200 mg), 2- 
(dimethylamino)ethyl chloride hydrochloride (275 mg) and potassium carbonate (530 

15 mg) in N,N-dimemylformamide (3.0 mL) is stirred at 80°C for 3 hours. The reaction 
mixture is diluted with water and extracted with ethyl acetate. The extract is 
concentrated in vacuo and the residue is purified by column chromatography on silica 
gel (Solvent; chloroform : methanol = 10 : 1) to give methyl 5-[N-(cyclopropyl- 
carbonyl)-N-[2-(dknethylamm (196 mg, yield; 73 %) 

20 as a colorless oil. MS (APCI) m/z: 281 [M+H] + 
Reference Example 104 

(1) To a solution of 2-nitorthiophen-4-carboxylic acid (10 g) in ethanol (50 mL) 
is added thionyl chloride (5.0 mL) under ice-cooling and the mixture is stirred at room 
temperature overnight. The reaction mixture is concentrated in vacuo and to the 
25 residue is added a saturated sodium hydrogencarbonate solution. The mixture is 
extracted with ethyl acetate and the extract is dried over anhydrous sodium sulfate and 
concentrated in vacuo. To the residue is added iron powder (16 g), ammonium 
chloride (16g), ethanol (100 mL) and water (100 mL) and the mixture is refluxed under 
heating for 2 hours. The reaction mixture is diluted with ethyl acetate and filtered to 
30 remove insoluble materials. The filtrate is washed with a saturated sodium 
hydrogencarbonate solution and saturated brine, dried over anhydrous sodium sulfate 
and concentrated in vacuo to give ethyl 5-aniinothiophen-3-carboxylate (6.34 g, yield; 
65 %) as a brown oil. MS (APCI) m/z: 172 [M+H] + 

(2) A solution of the compound obtained in the above step (1) (5.62 g), di-tert- 
35 butyl dicarbonate (15.8 g), pyridine (6.4 mL), and 4-(dime1hylamino)pyridine (0.4 g) in 
methylene chloride (50 mL) is stirred at room temperature for 3 hours. The reaction 
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mixture is washed with water, dried over anhydrous sodium sulfate, and concentrated in 
vacuo. To the residue is added cesium carbonate (22 g) and ethanol (50 mL), and the 
mixture is stirred at 80°C overnight. The reaction mixture is filtered to remove 
insoluble materials and the filtrate is diluted with water. The resultant crystals are 
collected by filtration to give ethyl 5-[(tert-butoxycarbonyl)amino]thiophen-3- 
caiboxylate (6.07 g, yield; 68 %)as brown crystals. MS (APCI) m/z: 272 [M+H] + 

(3) A suspension of the compound obtained in the above step (2) (1.5 g), 2- 
(dimethylamino)ethyl chloride hydrochloride (1.5 g), and potassium carbonate (3.0 g) in 
N,N-dimethylfromamide (15 mL) is stirred at 80°C for 3 hours. The reaction mixture 
is diluted with water and extracted with ethyl acetate. The extract is concentrated in 
vacuo and the residue is purified by column chromatography on silica gel (Solvent; 
chloroform : methanol = 50 : 1) to give ethyl 5-[N-(tert-butoxycarbonyl)-N-[2- 
(dimethylamino)ethyl]amino]thiophen-3-carboxylate (1.53 g, yield; 81 %) as a brown 
oil. MS (APCI) m/z: 343 [M+H] + 

(4) To the compound obtained in the above step (3) is added methanol (5.0 mL) 
and 4N HCl-dioxane (10.0 mL), and the mixture is stirred at room temperature for 3 
hours. The reaction mixture is concentrated in vacuo, neutralized with a saturated 
sodium hydrogencarbonate solution, and extracted with chloroform. The extract is 
dried over anhydrous sodium sulfate and concentrated in vacuo. The residue is 
purified by column chromatography on silica gel (Solvent; chloroform : methanol = 10 : 
1) to give ethyl 5-[[2-(dimethylamino)ethyl]amino]thiophen-3-carboxylate (0.75 g, 
yield; 56 %) as a brown oil. MS (APCI) m/z: 243 [M+H] + 

(5) To a solution of the compound obtained in the above step (4) (50 mg) and 
pyridine (33 mg) in methylene chloride is added dropwise acetyl chloride (24 mg) under 
ice-cooling and the mixture is stirred at room temperature overnight. To the reaction 
mixture is added a saturated sodium hydrogencarbonate solution and the mixture is 
extracted with chloroform. The extract is dried over anhydrous sodium sulfate and 
concentrated in vacuo. The residue is purified by column chromatography on silica 
gel (Solvent; n-hexane : ethyl acetate = 1 : 1) to give ethyl 5-[N-acetyl-N-[2-(dimethyl- 
ainino)ethyl]amino]thiophen-3-carboxylate (46 mg, yield; 79 %) as a yellow oil. MS 
(APCI) m/z: 285 |M+H]+ 

Reference Example 105 

A solution of the compound obtained in Reference Example 104(4) (50 mg) 
and n-butyl isocyanate (31 mg) in chloroform (3 mL) is stirred at 60°C overnight. To 
the reaction mixture is added a saturated sodium hydrogencarbonate solution and 
extracted with chloroform. The extract is dried over anhydrous sodium sulfate and 
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concentrated in vacuo. The residue is purified by column chromatography on silica 
gel (Solvent; n-hexane : ethyl acetate = 1 : 1) to give ethyl 5-[N-(butylcarbamoyl)-N-[2- 
(dimemylammo)emyl]anmio]thiophen-3-carboxylate (58 mg, yield; 82 %) as a yellow 
oil. MS (APCI) m/z: 342 [M+H] + 

5 Reference Ex ample 106 

To 5-(ethoxycarbonyl)thiophen-2-carboxylic acid (250 mg) is added 
successively methylene chloride (3.0 mL), N^-dimemylemylenediamine (100 mg), 1- 
hydroxybenzotriazole (205 mg), triethylamine (610 mg), and l-ethyl-3-(3- 
dimemylaminopropyl)carbodiimide hydrochloride (290 mg). The mixture is stirred at 

10 room temperature overnight. The reaction mixture is diluted with chloroform and 
thereto is added a saturated sodium hydrogencarbonate solution. After stirring, the 
organic layer is separated and concentrated in vacuo. The residue is purified by flash 
column chromatography on NH-silica gel (Solvent; ethyl acetate) to give ethyl 5-[[[2- 
(dimemylammo)emyl]animo]carbonyl]thiophen-2-carboxylate (160 mg, yield; 53 %) as 

15 brown crystals. MS (APCI) m/z: 271 [M+H] + 
Reference Example 107 

(1) A mixture of tert-butyl 4-fluordbenzoate (2.14 g) and l-(2-amino- 
ethyl)pyrrolidine (1 mL) is stirred at 120°C for one day. After cooling, to the reaction 
mixture is added water and the mixture is extracted with ethyl acetate (x 2). The 

20 extract is concentrated by centrifugal concentrator and the residue is purified by flash 
column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 8 : 1 — ► 
4 : 1) to give tert-butyl 4-[[2-(l-pyrrolidinyl)ethyl]amino]benzoate (1.62 g, yield; 51 %) 
as an oil. MS (APCI) m/z: 291 |M+H] + 

(2) To a solution of the compound obtained in the above step (1) (96 mg) and 
25 pyridine (67 uL) in chloroform (1 mL) is added acetyl chloride (47 uL) under ice- 
cooling and the mixture is stirred at room temperature for one day. The reaction 
mixture is diluted with chloroform and washed with a saturated sodium hydrogen- 
carbonate solution. The washing is extracted with chloroform (x 2), and the extracts 
are combined and concentrated by centrifugation. The residue is purified by flash 

30 column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 4:1-* 

2 : 3) to give tert-butyl 4-[N-acetyl-N-[2-(l-pyrroUdmyl)emyl]amino]benzoate (37 mg, 

yield; 33 %) as a colorless oil. MS (APCI) m/z: 333 [M+H] + 

Reference Example 108 

(1) To a solution of oxalyl chloride (2.0 mL) in dichloromethane (120 mL) is 
35 added dropwise a solution of dimethylsulfoxide (3.3 mL) in dichloromethane (15 mL) 

under cooling with dry ice-acetone bath and the mixture is stirred at the same 
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temperature for 10 minutes. To the reaction mixture is added dropwise a solution of 
the compound obtained in Reference Example 100 ((l-isopropylpiperidin-4- 
yl)methanol) (3.00 g) in dichloromethane (30 mL) over a period of 15 minutes. The 
mixture is stirred at the same temperature for 2 hours and thereto is added dropwise 
triethylamine (13.3 mL) over a period of 10 minutes. The mixture is stirred at room 
temperature for 1 hour, poured into a saturated sodium hydrogencarbonate solution and 
extracted with dichloromethane. The extract is concentrated in vacuo and the aqueous 
layer is extracted with ethyl acetate. The extract and the dichloromethane layer are 
combined, washed with water and saturated brine, dried over anhydrous sodium sulfate, 
and concentrated in vacuo to give crude l-isopropylpiperidin-4-carboxaldehyde (1.96 
g). MS(APCI)m/z: 156 [M+H] + 

(2) To a solution of triethyl phosphonoacetate (7.96 g) in tetrahydrofuran (50 
mL) is added portionwise sodium hydride (60 % dispersion in mineral oil, 1.45 g) under 
ice-cooling and the mixture is stirred at the same temperature for 20 minutes. To the 
mixture is added a solution of the compound obtained in the above step (1) (5.03 g) in 
tetrahydrofuran (25 mL). The mixture is stirred at the same temperature for 3 hours 
and diluted with diethyl ether. After addition of water, the reaction mixture is 
extracted with ethyl acetate. The organic layer is washed with water and saturated 
brine, dried over anhydrous sodium sulfate, and concentrated in vacuo. The residue is 
purified by flash column chromatography on NH-silica gel (Solvent; n-hexane : ethyl 
acetate = 9 : 1) to give ethyl 3-(Msopropylpiperidin-4-yl)acrylate (6.87 g). MS 

(APCI) m/z: 226 [M+H] + 

(3) To a solution of the compound obtained in the above step (2) (1.01 g) in 
ethanol (20 mL) is added 2N sodium hydroxide solution (4.5 mL) and the mixture is 
stirred at room temperature for 24 hours. To die reaction mixture is added 2N HC1 (9 
mL) and the mixture is concentrated in vacuo. The residue is lyophilized to give 3-(l- 
isopropylpiperidin-4-yl)acrylic acid hydrochloride (1.43 g). MS (APCI) m/z: 198 
[M+H] + 

Referenc e Example 109 

A mixture of ethyl p-aminobenzoate (25.2 g), triethyl orthoformate (80 g) and 
trifluoroacetic acid (0.2 mL) is refluxed under heating for 3 hours. After cooling, the 
reaction mixture is concentrated in vacuo and the residue is subjected to azeotropic 
distillation with ethanol. The residue is suspended in ethanol (400 mL) and thereto is 
added sodium borohydride (23 g), and the mixture is refluxed under heating for 3 hours. 
After cooling, to the reaction mixture is added ethyl acetate and water. The mixture is 
stirred at room temperature for 1 day. The organic layer is separated, dried over 
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anhydrous sodium sulfate, and concentrated in vacuo. The residue is purified by flash 
column chromatography on silica gel (Solvent; n-hexane : ethyl acetate = 4 : 1) to give 
ethyl 4-(memylamino)benzoate (12.7 g, yield; 46 %) as a pale yellow amorphous 
powder. MS (APCI) m/z: 180 [M+H] + 
5 Reference F yample 110 

To a suspension of trans^-(arninomethyl)cyclohexanecarboxyhc acid (8.35 g) 
in dioxane (100 mL) is added water (50 mL) and IN sodium hydroxide solution (50 
mL), and then added dropwise di-tert-butyl dicarbonate (12.7 g) under ice-cooling. 
The mixture is stirred at room temperature for 4 hours. The reaction mixture is 
10 concentrated in vacuo and the residue is diluted with ethyl acetate and thereto is added 
an aqueous citric acid solution to acidify the solution (pH 3 - 4). The mixture is 
extracted with ethyl acetate, and the organic layer is washed with water and saturated 
brine, dried over anhydrous sodium sulfate, and concentrated in vacuo. The residue is 
triturated with n-hexane, collected by filtration, and dried to give trans-4-(tert- 
15 butoxyc^bonylaniinomethyl)cyclohexanecarboxyhc acid (13.30 g, yield; 97 %) as 
crystals. MS (APCI) m/z: 256 [M-Hp 
Reference Example 111 

(1) To a solution of the compound obtained in Reference Example 85 (30.0 g) 
in N^Sr-dimethylformamide (150 mL) is added sodium hydride (60 % dispersion in 
20 mineral oil, 5.60 g) under ice-cooling. The mixture is stirred at the same temperature 
for 0.5 hour and thereto is added successively methyl iodide (14.5 mL) and methanol 
(0.15 mL). The mixture is stirred at room temperature for 4 hours. To the reaction 
mixture is added a saturated ammonium chloride solution and ice water, and the mixture 
is extracted with ethyl acetate. The organic layer is washed with water and saturated 
25 brine, dried over anhydrous sodium sulfate and concentrated in vacuo. The residue is 
purified by column chromatography on silica gel (Solvent; n-hexane : ethyl acetate = 
10 : 1 — > 7 : 1) to give methyl trans-4-IN-memyl-N-(tert-butoxycarbonyl)amino]cyclo- 
hexanecarboxylate (26.3 g, yield; 83 %) as an amorphous powder. MS (APCI) m/z: 
272 [M+H] + 

30 (2) To a solution of the compound obtained in the above step (1) (44.78 g) in 

methanol (300 mL) is added 2N sodium hydroxide solution (100 mL), and the mixture 
is stirred at room temperature for 6 hours. The reaction mixture is concentrated in 
vacuo and to the residue is added ice water, ethyl acetate, and 1 0 % HC1. The mixture 
is extracted with ethyl acetate and the organic layer is washed with water and saturated 

35 brine, dried over anhydrous sodium sulfate and concentrated in vacuo. The residue is 
suspended in a small amount of ethyl acetate and thereto is added n-hexane. The 
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precipitated crystals are collected by filtration, washed with n-hexane-diisopropylether 
in several times and dried to give 1xans^-[n-methyl-N-(tert-bxitoxycarbonyl)ainino]- 
cyclohexanecarboxylic acid (39.20 g, yield; 92 %) as crystals. MS (APCI) m/z: 256 
[M-H]' 

5 Reference Example 112 

(1) 3-Methoxy-4-methylbenzoic acid (1 g) is treated in the same manner as 
described in Reference Example 69 to give methyl 3-methoxy-4-[(dimethylamino)- 
methyl]benzoate (792 mg, yield; 64 %) as an oil. MS (APCI) m/z: 224 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (792 mg) in 
10 ethanol (10 mL) is added 2N sodium hydroxide solution (2.1 mL) and the mixture is 

stirred at 60°C for 2 hours. After cooling, to the reaction mixture is added 2N HC1 
(4.3 mL). The mixture is concentrated in vacuo and to the residue is added methanol. 
The mixture is filtered to remove insoluble materials and the filtrate is concentrated in 
vacuo to give 3-methoxy-4-[(dimethylanGino)methyl]benzoate hydrochloride (890 mg, 
15 yield; quantitative) as an amorphous powder. MS (APCI) m/z: 210 [M+H] + 
Reference Example 113 

To a solution of the compound obtained in Reference Example 156 (200 mg) in 
dimethylformamide (2 mL) is added successively methylboronic acid (132 mg), [1,1- 
bis(diphenylphophino)feiTocene]dicUoropalla(Hum(ir) complex with dichloromethane 
20 (60 mg) and potassium carbonate (305 mg). The mixture is stirred at 115°C under 
argon gas atmosphere for 3 hours. The reaction mixture is diluted with ethyl acetate 
(10 mL) and thereto is added a saturated sodium hydrogencarbonate solution. After 
stirring, the organic layer is separated and concentrated by centrifugal concentrater. 
The residue is purified by column chromatography on silica gel (Solvent; chloroform : 
25 methanol = 100 : 0 -> 90 : 10) to give methyl 3-me1hyl-4-[(dimethylamino)methyl]- 
benzoate (65 mg, yield; 43 %) as an amorphous powder. MS (APCI) m/z: 208 [M+H] + 
Reference Example 114 

To a suspension of cesium hydroxide (24.5 g) in dimethylformamide (500 mL) 
is added successively Molecular sieve 4A (44.5g) and the compound obtained in 
30 Reference Example 86(1) (7.7 g), and the mixture is stirred at room temperature for 30 
minutes. To the reaction mixture is added dimethylaminoethyl chloride hydrochloride 
(11 g), and the mixture is stirred for 22 hours. The reaction mixture is filtered to 
remove insoluble materials through Celite and washed with ethyl acetate. The filtrate 
and washing are combined and concentrated in vacuo. The residue is dissolved in 
35 chloroform (100 mL). To the solution is added a solution of di-tert-butyl dicarbonate 
(16 g) in chloroform (10 mL) under ice-cooling and the mixture is stirred at room 
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temperature for 1.5 hours. The reaction mixture is washed with a saturated sodium 
hydrogencarbonate solution, dried over anhydrous sodium sulfate, and concentrated in 
vacuo. The residue is purified hy column chromatography on silica gel (Solvent; 
chloroform : methanol = 100 : 0 50 : 1) to give methyl trans-4-[N-(tert-butoxy- 
carbonyl)-N-[2-(dmiethylamino)em^^ (1.7 g, yield; 

11 %) as an amorphous powder. MS (APCI) m/z: 329 [M+H] + 
Reference Example 115 

To a suspension of the compound obtained in Reference Example 90 (500 mg) 
in dichloromethane (10 mL) is added diethylketone (388 uL), triethylamine (471 uL) 
and sodium triacetoxyborohydride (956 mg) under ice-cooling, and the mixture is 
stirred at room temperature overnight. The reaction mixture is diluted with chloroform 
and thereto is added a saturated sodium hydrogencarbonate solution. After stirring, the 
organic layer is separated and concentrated in vacuo. The residue is purified by 
column chromatography on silica gel (Solvent; chloroform : methanol = 100 : 0 -* 90 : 
10) to give ethyl 3-[l-(3-pentyl)piperidin-4-yl]propionate (130 mg). MS (APCI) m/z: 
256 [M+H] + 
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Reference Tfrrampl es 116 to 234 

The corresponding materials are treated in the same manner as described in 
either one of the aforementioned Reference Examples 1 to 115 to give the compounds 
as shown in the following Table 38. 

Table 38 (No. 1) 



0=^ /=\ 

/ N "Vj KC °2 Et 



Ref.Ex.Nos. 


R a 


R b 


Physicochemical properties etc. 


116 ! 




NMe 2 


oil 

MS (APCI) 361 [M+H]+ 


117 




o 


oil 

MS (APCI) 387 [M+H]+ 


118 




NEt 2 


oil 

MS (APCI) 389 [M+H]+ 


119 


Me 


NMe 2 


oil 

MS (APCI) 279 [M+H]+ 


120 


Me 


o 


oil 

MS (APCI) 305 [M+H]+ 


121 


Me 


NEt 2 


oil 

MS (APCI) 307 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 38 (No. 2) 




Ref.Ex.Nos. 


R a 


R b 


Physicochemical properties etc. 


122 




o 


oil 

MS (APCI) 373 [M+H]+ 


123 


Me 


NMe 2 


oil 

MS (APCI) 265 [M+H]+ 


124 


Me 


o 


oil 

MS (APCI) 291 [M+H]+ 


125 




NMe 2 


oil 

MS (APCI) 347 [M+H]+ 


126 




NEt 2 


oil 

MS (APCI) 375 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 38 (No. 3) 



R b 

°=< /=\ 

N— ^ ft— CC>2t-Bu 


Ref.Ex.Nos. 


R a 


R b 


Physicochemical properties etc. 


127 






oil 

MS (APCI) 373 [M+H]+ 


128 


/ — 1 i 


^ OMe 


oil 

MS (APCI) 363 [M+H]+ 


129 


/ — I 


n-Bu 


oil 

MS (APCI) 375 [M+H]+ 


130 


/ — I 


c-Pr 


oil 

MS (APCI) 359 [M+H]+ 


131 


C* (VI 




oil 

MS (APCI) 365 [M+H]+ ! 


132 




Me 


oil 

MS (APCI) 335 [M+H]+ 


133 






oil 

MS (APCI) 385 [M+H]+ 


134 




TV if 

Me 


oil 

MS (APCI) 321 [M+H]+ 




Me 2 N>^x\^- 


n-TVn 


oil 

MS (APCD 363 [M+H]+ 


136 


Me 2 N>^\/ 


c-Pr 


oil 

MS (APCI) 347 [M+H]+ 


137 






oil 

MS (APCI) 351 [M+H]+ 


138 




n-Bu 


oil 

MS (APCD 377 [M+H]+ 


139 


Et 2 Nv^-\ 


c-Pr 


oil 

MS (APCI) 361 [M+H]+ 


140 






oil 

MS (APCI) 387 [M+H]+ 



Me: methyl group, Et: ethyl group, n-Pr: n-propyl group 
c-Pr: cyclopropyl group, n-Bu: n-butyl group 
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Table 38 (No. 4) 



R ^-^~^-C0 2 Me 


Ref.Ex.Nos. 


-R c 


Physicochemical properties etc. 


141 


Me^\ 
He 


on 

MS (APCI) 248 |M+H]+ 


142 


Pm>H 


oil 

MS (APCI) 250 [M+H]+ 


143 


' N ~^OMe 


oil 

MS (APCI) 264 [M+H]+ 


144 


rr OH 


oil 

MS (APCI) 250 [M+H]+ 


145 


r^NMe 
Ax" 


oil 

MS (APCI) 249 [M+H]+ 


146 


Me^Me 
Me 


oil 

MS (APCI) 249 [M+H]+ 



Me: methyl group 

Table 38 (No. 5) 



R ^-(~)-C0 2 Me 


Ref.Ex.Nos. 


-R° 


Physicochemical properties etc. 


147 


^Me 


amorphous powder 
MS (APCI) 236 [M+H]+ 


148 


P 


amorphous powder 
MS (APCI) 234 [M+H]+ 


149 




amorphous powder 
MS (APCI) 248 [M+EQ+ 


150 


Me 


amorphous powder 
MS (APCI) 236 [M+H]+ 



Me: methyl group 
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Table 38 (No. 6) 



— CQ 2 Me 


Ref.Ex.Nos. 


-R c 


Physicochemical properties etc. 


151 


. — NMeo 


amorphous powder 
MS (APCI) 208 [M+H]+ 


152 


Me 
' ^-Me 


amorphous powder 
MS (APCI) 222 [M+H]+ 


153 


/ — Me 
/ — N 

/ ^-Me 


amorphous powder 
MS (APCI) 236 [M+H]+ 


154 




amorphous powder 
MS (APCI) 234 [M+H]+ 


155 




amorphous powder 
MS (APCI) 248 [M+H]+ 


Me: methyl group 

Table 38 (No. 7) 


R d 

Br^^C0 2 Me 


Ref.Ex.Nos. 


-R d 


Physicochemical properties etc. 


156 


Me 
i 

' Me 


amorphous powder 
MS (APCI) 272/274 [M+H]+ 


157 


^Me 


amorphous powder 
MS (APCI) 300/302 [M+H]+ 


158 


x> 


amorphous powder 
MS (APCI) 298/300 [M+H]+ 



5 



Me: methyl group 
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Ref.Ex.Nos. 


-R e 


-R' 


Physicochemical properties etc. 


159 


-Me 


ivie kj \j 


oil 

MS (APC1) 200 [M+H]+ 


160 


-Me 




on 

MS (APCI) 186 [M+H]+ 


161 


Me 

V^Me 




oil 

MS (APCI) 241 [M+H]+ 


162 






oil 

MS (APCI) 254 [M+H]+ 


163 


o- 




oil 

MS (APCI) 240 [M+H]+ 


164 


o- 


Me^O^ 


oil 

MS (APCI) 226 [M+H]+ 



Me: methyl group, Ph: phenyl group 



Table 38 (No. 9) 



R9 "o^ Rh 


Ref.Ex.Nos. 




-R h 


Physicochemical properties etc. 


165 


Me 


o 


oil 

MS (APCI) 228 [M+EQ+ 


166 


Me^^^Me 




oil 

MS (APCI) 200 [M+H]+ 


167 


Me 




oil 

MS (APCI) 228 [M+H]+ 


168 


o 




oil 

MS (APCI) 226 [M+H3+ 



5 



Me: methyl group 
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Table 38 (No. 10) 



R k -N /_ \-R m 
\ / 


Ref.Ex.Nos. 


-R k 


-R m 


X 


Physicochemical properties etc. 


169 


Me 


1 

Me-^cAo 


c 


Oil 

MS (APCI) 257 [M+H]+ 


170 


✓Me 
Me 




c 


oil 

MS (APCI) 243 [M+H]+ 


171 


yv Mg 

Me 


o 

Me^o"^ 


c 


oil 

MS (APCI) 229 [M+H]+ 


172 


^\ ✓Me 
Me 


Me^O^O 


N 


oil 

MS (APCI) 244 [M+H]+ 


173 






c 


oil 

MS (APCI) 244 [M+H]+ 


174 






c 


oil 

MS (APCI) 230 [M+H]+ 


175 






N 


oil 

MS (APCI) 231 [M+H]+ 



Me: methyl group 
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Table 38 (No. 11) 







R k -N 


X-R m 




Re£Ex.Nos. 


-R k 


-R m 


X 


Physicochemical properties etc. 


176 




Me — CX^ 


c 


oH 

MS(APCB216[M+-H]+ 


177 


-n-Bu 




c 


oil 

MS (APCB 242 [M+H]+ 


178 


-n-Bu 


O 


c 


oil 

MS (APCB 228 [M+H]+ 


179 


-n-Bu 


O 


N 


oil 

MS (APCB 229 [M+HJ+ 


180 


-n-Pr 




c 


oil 

MS (APCB 228 [M+H]+ 



Me: methyl group 
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Table 38 (No. 12) 



Rk_N \Z/ x ~ Rm 


Ref.Ex.Nos. 


-R k 


-R m 


X 


Physicochemical properties etc. 


181 


-n-Pr 




c 


Oil 

MS (APC1) 214 [M+H]+ 


182 


-Et 




v> 


oil 

MS (APCI) 214 [M+H]+ 


183 






N 


ou 

MS (APCI) 243 [M+HJ+ 


184 


9 


2 


N 


oil 

MS (APCI) 241 [M+H]+ 


185 


-i-Pr 




N 


oil 

MS (APCI) 215 [M+H]+ 



Et: ethyl group, i-Pr: isopropyl group, n-Pr: n-propyl group, 
n-Bu: n-butyl group 
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Table 38 (No. 13) 



o 


Ref.Ex.Nos. 


-R n 


-R p 


Physicochemical properties etc. 


186 


Me 


O 


oil 

MS (APC1) 229 [M+H]+ 


187 


Me 




oil 

MS (APCI) 229 [M+H]+ 


188 




1T 
O 


oil 

MS (APCI) 216 [M+H]+ 


189 




O 


oil 

MS (APCI) 216 [M+H]+ 


190 


n-Bu 


O 


oil 

MS (APCI) 214 [M+H]+ 



Me: methyl group, n-Bu: n-butyl group 



Table 38 (No. 14) 



R VO" c ° 2Me 

o 


Ref.Ex.Nos. 


R q 


Physicochemical properties etc. 


191 


MeN 


amorphous powder 
MS (APCI) 265 [M+H]+ 


192 




oil 

MS (APCI) 265 [M+H]+ 


193 


1 w 


oil 

MS (APCI) 288 [M+H]+ 



Me: methyl group 
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Table 38 (No. 15) 



Me-N /=v 

^-^_^-C0 2 Me 


Ref.Ex.Nos. 


-R s 


Physicochemical properties etc. 


194 




oil 

MS (APC1) 321 [M+H]+ 


195 




oil 

MS (APC1) 308 [M+H]+ 



Me: methyl group 



Table 38 (No. 16) 



Vr 1 

Me 2 N-^ )==i 

S vA C 0 2 Et 


Ref.Ex.Nos. 


-R< 


Physicochemical properties etc. 


196 


-< 


oil 

MS(APC1)311 [M+HJ+ 






oil 


197 


MS(APC1)311 [M+H]+ 



5 Me: methyl group, Et: ethyl group 



Table 38 (No. 17) 



R u 
/ — N 
Me2N-^ >=\ 

S v^-C0 2 Et 


Ref.Ex.Nos. 


-R u 


Physicochemical properties etc. 


| 198 




oil 

MS (APCI) 316 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 38 (No. 18) 



R v 

0= Cs 

^^C0 2 Et 


Ref.Ex.Nos. 


R v 


Physicochemical properties etc. 


199 




oil 

MS (APCI) 325 [M+H]+ 


200 


MeN 


oU 

MS (APCI) 286 [M+H]+ 


201 




oil 

MS (APCI) 288 [M+H]+ 


Me: methyl group, Et: ethyl group 

Table 38 (No. 19) 




O 

X H 3 C K , 

R'R-N^O— X 


CH 3 
CH 3 


Ref.Ex.Nos. 


-NR'R" 


Physicochemical properties etc. 


202 




amorphous powder 
MS (ESI) 242 [M-H]- 


203 


-nT^-C0 2 H 


amorphous powder 
MS (ESI) 228 [M-H]- 


204 


— N \ — \ 
>— ' C0 2 H 


amorphous powder 
MS (ESI) 242 [M-H]- 


205 


— r/~V-v 

^— ' ^C0 2 H 


amorphous powder 
MS (APCI) 256 [M-H]- 
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Table 38 (No. 20) 



NR'R" 


Ref.Ex.Nos. 


-NR'R" 


Physicochemical properties etc. 


206 


PH 3 
— N 


amorphous powder 
MS (APCI) 224 [M+H]+ 


207 


/— CH 3 
— N 


amorphous powder 
MS (APCI) 238 [M+H]+ 


208 


-o 


amorphous powder j 
MS (APCI) 236 [M+H]+ 


209 


-o 


amorphous powder . 
MS (APCI) 250 [M+H]+ 


210 


H 3 C 

>-CH 3 
-N 

CH 3 


amorphous powder 
MS (APCI) 238 [M+H]+ 



Table 38 (No. 21) 



^X^CO z H 


Ref.Ex.Nos. 


-NR'R" 


X 


Physicochemical properties etc. 


211 


PH 3 
— N 
'CH 3 


s 


amorphous powder 
MS (APCI) 186 [M+H]+ 


212 


/— CH 3 
— N 

^CH 3 


s 


amorphous powder 
MS (APCI) 214 [M+H]+ 


213 


-o 


s 


amorphous powder 
MS (APCI) 212 |M+H]+ 


214 


PH 3 
— N 
tH 3 


o 


amorphous powder 
MS (APCI) 170 [M+H]+ 


215 


/— CH 3 
— N 

^CH 3 


o 


amorphous powder 
MS (APCI) 198 [M+H]+ 


216 


-o 


o 


amorphous powder 
MS (APCI) 196 [M+HJ+ 
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Table 38 (No. 22) 



NR'R" 


Ref.Ex.Nos. 


-NR'R" 


Physicochemical properties etc. 


217 


/— CH 3 
— N 

^-CHa 


amorphous powder 
MS (APCI) 236 [M+H]+ 


218 


-o 


amorphous powder 
MS (APCI) 234 [M+H]+ 



Table 38 (No. 23) 

nW 

\ x x , k/>C02CH2CH3 



Ref.Ex.Nos. 


R w 


n 


Physicochemical properties etc. 


219 


O CH 3 


0 


oil 

MS (APCI) 243 [M+HJ+ 


220 


CH 3 


0 


oil 

MS (APCI) 257 [M+H]+ 


221 


k CH 3 


0 


oil 

MS (APCI) 285 [M+H]+ 


222 


O CH 3 




oil 

MS (APCI) 257 [M+H]+ 


223 


o r CHa 




oil 

MS (APCI) 285 [M+H]+ 


224 






oil 

MS (APCI) 283 [M+H]+ 


225 


CH 3 




oil 

MS (APCI) 271 [M+H]+ 


226 


O 




oil 

MS (APCI) 299 [M+H]+ 
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Table 38 (No. 24) 



S N ^^siv-C02CH2CH3 

n 


Ref.Ex.Nos. 


R x 


n 


Physicochemical properties etc. 


in 


O CH 3 


2 


oil 

MS (APCI) 271 [M+H]+ 


228 


o f CH3 

J< N CH 3 


2 


oil 

MS (APCI) 299 [M+H]+ 


229 




2 


oil 

MS (APCI) 297 [M+H]+ 


230 


o 


2 


oil 

MS (APCI) 311 [M+H]+ 



Table 38 (No. 25) 



R y — NH /— s, 

<W "YV «C0 2 CH 3 


Ref.Ex.Nos. 


-R y 


Physicochemical properties etc. 


231 


O CH 3 


amorphous powder 
MS(APCI)257[M+H]+ 


232 


o f CHa 

^A^N^CH 3 


amorphous powder 
MS (APCI) 285 [M+H]+ 


233 




amorphous powder 
MS (APCI) 283 [M+H]+ 


234 


o 

x"^^|s,i'CH 3 
CH 3 


oil 

MS (APCI) 271 [M+H]+ 



Reference Ex ample 235 
5 (1) To a solution of l-(carbamoyl)-l-cyclopropanecarboxyUc acid (500 mg) in 

tetrahydrofuran (2.0 mL) is added dropwise 2M boran-dimethylsulfide complex 
solution in tetrahydrofuran (7.5 mL) and the mixture is refluxed under heating for 4 
hours. To the reaction mixture is added 10 % HC1 and the mixture is refluxed under 
heating for 30 minutes. After cooling, the reaction mixture is neutralized with a 
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saturated sodium hydrogencarbonate solution, and thereto is added dioxane (10 mL) and 
di-tert-butyl dicarbonate (1.3 g). The mixture is stirred at room temperature for 3 
hours. The reaction mixture is extracted with ethyl acetate and the extract is 
concentrated in vacuo. The residue is purified by flash column chromatography on 
silica gel (Solvent; n-hexane : ethyl acetate = 3 : 1) to give l-hydroxymethyl-l-(tert- 
butoxycarbonylamiomethyl)cyclopropane (337 mg, yield; 45 %) as a yellow oil. MS 
(APCI) m/z; 202 [M+H] + 

(2) To a solution of the compound obtained in the above step (1) (337 mg), 
methyl 4-hidroxybenzoate (280 mg), and triphenylphosphine (650 mg) in 
tetrahydrofuran (3.0 mL) is added dropwise diisopropyl azodicarboxylate (510 mg) 
under ice-cooling and the mixture is stirred at room temperature overnight The 
reaction mixture is concentrated in vacuo and the residue is purified by flash column 
chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 3 :2) to give 
methy 4-[[l-(tert-butoxycarbonylamiomethyl)cyclopropyl]methoxy]benzoate (515 mg, 
yield; 92 %) as a yellow oil. MS (APCI) m/z; 353 [M+H] + 
Reference Example 236 

A suspension of tert-butyl 4-fluorobenzoate (300 mg), 2-(dimethylamino)- 
ethanethiol hydrochloride (420 mg), and potassium carbonate (620 mg) in 
dimethylsulfoxide (3.0 mL) is stirred at 80°C for 4 hours. The reaction mixture is 
diluted with water and extracted with ethyl acetate. The extract is concentrated in 
vacuo and to the residue is added 4N HCl-dioxane (1 .5 mL). The mixture is stirred at 
room temperature overnight. The reaction mixture is diluted with ether and the 
precipitated crystals are collected by filtration to give 4-[2-(dimemylamino)ethylthio]- 
benzoic acid (380 mg, yield; 99 %) as colorless crystals. MS (APCI) m/z; 226 [M+H] + 
Reference Example 237 

To a solution of ethyl 4-cyclohexanonecarboxylate (24 g) in methanol (200 
mL) is added sodium borohydride (2.67 g) at -78°C and the mixture is stirred at the 
same temperature for 1 hour. To the reaction mixture is added water, and the mixture 
is evaporated to remove methanol and extracted with ethyl acetate. The organic layer 
is washed with saturated brine, dried over anhydrous sodium sulfate, and concentrated 
in vacuo. To a solution of the residue (20 g) in methylene chloride (200 mL) is added 
dropwise dfisopropylemylamine (50 mL) and chloromethylmethylether (16 mL) under 
ice-cooling and the mixture is stirred at room temperature overnight. To the reaction 
mixture is added water and the mixture is extracted with ethyl acetate. The extract is 
concentrated and the residue is purified by flash column chromatography on silica gel 
(Solvent; n-hexane : ethyl acetate = 15 : 1) to give ethyl trans-4-(methoxymethoxy)- 
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cyclohexanecarboxylate (12.3 g, yield; 40 %) as a colorless oil. MS (APCI) m/z; 234 
[M+H] + 

Reference Example 238 

The compound obtained in Reference Example 85(2) (mono-methyl trans- 
cyclohexane-l,4-dicarboxylate, 14.3 g) is dissolved in tetrahydrofuran (78 mL) and 
1.0M boran-tetrahydrofuran complex solution in tetrahydrofuran (100 mL) is added 
dropwise thereto at -50°C under argon gas atmosphere over a period of 1 hour. The 
mixture is stirred at -1 0°C for 1 hour. To the reaction mixture is added water (1 60 mL) 
and a saturated sodium hydrogencarbonate solution (160 mL) under ice-cooling and the 
mixture is extracted with ethyl acetate (x 4). The extract is washed with saturated 
brine, dried over anhydrous sodium sulfate and concentrated in vacuo. The residue is 
purified by flash column chromatography on silica gel (Solvent; chloroform : methanol 
= 20 : 1) to give methyl trans-4-(hydroxymethyl)cyclohexanecarboxylate (13.25 g, 
yield; quantitative) as an oil. MS (APCI) m/z; 173 [M+H] + 
Reference Example 239 

(1) To a solution of methyl trans-4-(aminomethyl)cyclohexanecarboxylate 
hydrochloride (5.86 g) and triethylamine (12 mL) in chloroform (100 mL) is added 
dropwise acetyl chloride (2.69 g) under ice-cooling and the mixture is stirred at room 
temperature for 2 hours. The reaction mixture is poured into water and the mixture is 
extracted with chloroform (x 2). The combined extracts are washed successively with 
10 % HC1, saturated brine, a saturated sodium hydrogencarbonate solution, and 
saturated brine, dried over anhydrous sodium sulfate, and concentrated in vacuo. The 
residue is purified by flash column chromatography on silica gel (Solvent; n-hexane : 
ethyl acetate = 1 : 1 -* 0 : 1) to give methyl trans-4-(acetylaminomemyl)cyclohexane- 
carboxylate (5.92 g, yield; 98 %) as an amorphous powder. MS (APCI) m/z; 214 
[M+H] + 

(2) To a solution of the compound obtained in the above step (1) (4.32 g) in 
dimethylfonnamide (50 mL) is added successively sodium hydride (60 % dispersion in 
mineral oil, 1.0 g), methyl iodide (5.91 g) and methanol (5 drops) under ice-cooling and 
die mixture is stirred at room temperature for 8 hours. After addition of sodium 
hydride (60 % dispersion in mineral oil, 430 mg), methyl iodide (1.5 mL), and methanol 
(2 drops). The mixture is stirred for 2 hours. The reaction mixture is poured into 
water and extracted with ethyl acetate (x 3). The extract is washed with water (x 2), 
dried over anhydrous sodium sulfate and concentrated in vacuo. The residue is 
purified by flash column chromatography on silica gel (Solvent; n-hexane : ethyl acetate 
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= 1 : 2 — ► 0 : 1) to give methyl trans-4-(N-methyl-N-ace 

caiboxylate (3.04 g, yield; 66 %) as an oil. MS (APCI) m/z; 228 [M+H] + 

(3) The compound obtained in the above step (2) (3.03 g) is hydrolyzed by 2N 
sodium hydroxide solution (14 mL) in methanol/tetrahydrofuran and the reaction 
mixture is concentrated in vacuo and nuetralized with diluted aqueous HCL The 
mixture is extracted with chloroform and the extract is dried over anhydrous sodium 
sulfate and concentrated in vacuo to give a crude carboxylic acid compound (2.67 g, 
94 %). The compound (500 mg) is refluxed under heating in 5N HC1 for 2 days and 
the reaction mixture is concentrated to give a crude amino acid compound. To the 
compound is added a mixture of IN sodium hydroxide solution (6 mL) and dioxane (4 
mL) and di-tert-butyl dicarbonate (1.0 g). The mixture is stirred at room temperature 
for 12 hours. The reaction mixture is diluted with water and washed with ether. 
After neutralizing the aqueous layer with 10 % citric acid solution, the mixture is 
extracted with ethyl acetate. The extract is washed successively with water and 
saturated brine, dried over anhydrous sodium sulfate, and concentrated in vacuo to give 
trans-4-I>T-methyl-^ acid 
(680 mg, yield; 90 %) as an oil. MS (ESI) m/z; 270 [M-H]' 
Reference Example 240 

The compound obtained in Reference Example 238 (500 mg) and isopropyl-(2- 
methoxyethyl)amine (689 mg) are treated in the same manner as described in Example 
654(1) and (2) to give methyl trans-4-j>T4sopropyl-N-(2-me1hoxyethyl)aminomethyl]^ 
cyclohexanecarboxylate (445 mg, yield; 56 %) as oil. MS (APCI) m/z; 272 [M+H] + 
Reference Example 241 

(1) To a solution of ethyl 4-benzylaminobenzoate (6.0 g) in methylene chloride 
(60 mL) is added dropwise chlorobutyryl chloride (3.95 mL) and N,N-diisopropyl- 
ethylamine (6.14 mL) under ice-cooling, and the mixture is stirred for 12 hours. The 
reaction mixture is diluted with chloroform and thereto is added 10 % HCL The 
organic layer is separated, washed successively with water, a saturated sodium 
hydrogencarbonate solution, water, and saturated brine, dried over anhydrous sodium 
sulfate, and concentrated in vacuo. The residue is purified by flash column 
chromatography on silica gel (Solvent; n-hexane : ethyl acetate = 4 : 1) to give ethyl 4- 
|>T-ben2yl-N-(4-cMorobu^ (8.27 g, yield; quantitative) as an oil. 
MS (APCI) m/z; 360/362 [M+H] + 

(2) A solution of the compound obtained in the above step (1) (1.0 g), 
diethylamine (287 \iL) 9 and sodium iodide (417 mg) in dimethylsulfoxide (2.5 mL) is 
stirred at 100°C under argon gas atmosphere for 1 day. After cooling, to the reaction 
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mixture is added a saturated sodium hydrogencarbonate solution and the mixture is 
extracted with chloroform (x 2). The extract is concentrated in vacuo and the residue 
is purified by flash column chromatography on NH-silica gel (Solvent; n-hexane : ethyl 
acetate = 4 : 1) to give ethyl 4-[N-benzyl-N-[4-(diemylammo)butyryl]amino]benzoate 

5 (280 mg, yield; 25%) as an oil. MS (APCI) m/z; 397 [M+H] + 
Reference Example 242 

To a solution of ethyl 3,4-dihydroxybenzoate (500 mg), N,N-dimethylethanol- 
amine (565 uL), and triphenylphosphine (1.51 g) in methylene chloride (20 mL) is 
added dropwise diisopropyl azodicarboxylate (1.37 mL) under argon gas atmosphere 

10 and ice-cooling. The mixture is stirred at room temperature for 1 day. The reaction 
mixture is diluted with ethyl acetate, washed with water and treated with 10 % HC1 to 
transfer basic materials in ethyl acetate layer to the aqueous layer. The aqueous layer 
is neutralized with saturated aqueous sodium hydrogencarbonate and extracted with 
cmorofornVmemanoytetrahydrofuran (4 : 1 : 1, x 2). The extract is dried over 

15 anhydrous sodium sulfate and concentrated in vacuo. The residue is purified by flash 
column chromatography on NH-silica gel (Solvent; n-hexane : ethyl acetate = 1 : 1 — > 
chloroform : methanol = 19 : 1) to give ethyl 4-[2-(dimethylamino)ethoxy]-3-hydroxy- 
benzoate (240 mg, yield; 35 %) as oil. MS (APCI) m/z; 254 [M+H] + 
Reference Example 243 

20 To a solution of ethyl 4-aminobenzoate (10 g) and 4-(dimemylamino)benz- 

aldehyde (9.0 g) in methylene chloride (200 mL) is added sodium triacetoxy- 
borohydride (18.9 g) and acetic acid (3.47 mL) under ice-cooling, and the mixture is 
stirred at room temperature for 2 days. To die reaction mixture is added a saturated 
sodium hydrogencarbonate solution and extracted with chloroform (x 2). The extract 

25 is concentrated in vacuo and the residue is triturated in n-hexane/ethyl acetate to give 
ethyl 4-[4_(dimemylammo)benzylaniino]benzoate (11.6 g, yield; 64 %) as powder. 
MS (APCI) m/z; 299 [M+H] + 
Reference E xam ple 244 

(1) A solution of 4-(bromomethyl)benzaldehyde (15.9 g) and (1-ethoxy- 
30 carbonylethyHdene)triphenylphosphorane (29 g) in chloroform (290 mL) is refluxed 

under heating for 1 2 hours. After cooling, the reaction mixture is concentrated and the 
residue is purified by column chromatography on silica gel (Solvent; chloroform) to 
give ethyl 3-[4-(bromomethyl)phenyl]-2-methylacrylate (18 mg, yield; 79 %) as an oil. 

(2) To a solution of pyrrolidine (0.89 g) and potassium carbonate (1.38 g) in 
35 water (10 mL) is added dropwise a solution of the compound obtained in the above step 

(1) (2.83 g) in tetrahydrofuran (5 mL) and the mixture is stirred at room temperature 
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overnight. The reaction mixture is diluted with ethyl acetate, washed with water, dried 
over anhydrous sodium sulfate, and concentrated in vacuo. The residue is dissolved in 
ether and filtered to remove insoluhle materials. To the filtrate is added oxalic acid 
(0.9 g) and the resultant precipitate is collected hy filtration to give ethyl 2-methyl-3-[4- 
5 [(l-pyrrolidinyl)methyl]phenyl]acrylate hemioxalate (2.67 g, yield; 83 %) as an 
amorphous powder. 

(3) The compound obtained in the above step (2) (2.2 g) is treated with ethyl 
acetate/10 % potassium carbonate solution and the ethyl acetate layer is concentrated in 
vacuo. The residue (2-memylO-[4-(pyrrolidin-l-yl)methylphenyl]acrylic acid) is 
10 dissolved in methanol (1 OmL) and thereto is added potassium hydroxide (1 .38 g). The 
mixture is stirred at 50°C for 5 hours. After cooling, to the reaction mixture is added 
ethanol (5 mL) and the resultant crystals are collected by filtration to give potassium 2- 
memyl-3-[4-[(l-pyrroUdinyl)methyl]phenyl]acrylate (1.65 g, yield; 83 %) as a powder. 

M.p. 268°C (dec.) 

15 Reference Example 245 

(1) To a solution of methyl 4-(bromomethyl)benzoate (500 mg) in tetrahydro- 
furan (5 mL) is added cyclopentylamine (929 mg) and the mixture is stirred at room 
temperature for 3 hours. The reaction mixture is diluted with chloroform (5 mL) and 
thereto is added a saturated sodium hydrogencarbonate solution. After stirring, the 

20 organic layer is separated, dried over anhydrous sodium sulfate, and filtered. The 
filtrate is concentrated and the residue is purified by c*>mmn chromatography on silica 
gel (Solvent; n-hexane : ethyl acetate = 9 : 1 -* 5 : 5) to give methyl 4-(cyclopentyl- 
aminomethyl)benzoate (469 mg, yield; 92 %) as a colorless oil. MS (APCI) m/z; 234 
[M+H] + 

25 (2) The compound obtained in the above step (1) (480 mg) is treated in the 

same manner as described in Reference Example 89(2) to give methyl 4-[(N-cyclo- 
pentyl-N-methylamino)methyl]benzoate (420 mg, yield; 83 %) as a colorless oil. MS 
(APCI) m/z; 248 [M+H] + 
Reference Example 246 

30 (1) The corresponding materials are treated in the same manner as described in 

Reference Example 107(1) to give tert-butyl 4-[[3Kdimemylamino)-2,2-dimethyl- 

propyl]amino]benzoate. 

(2) The compound obtained in the above step (1) (500 mg) is treated in the 

same manner as described in Reference Example 89(2) to give tert-butyl 4-[N-[3- 
35 (dimemylammo)-2^-dimemylpropyl]-N-emylammo]berjz^ (468 mg, yield; 85 %) as 

a colorless oil. MS (APCI) m/z; 335 [M+H] + 
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Reference Example 247 

The compound obtained in Reference Example 86(1) (1.00 g) is treated in the 
same manner as described in Reference Example 89(2) and the resultant product is 
treated in the same manner as described in Reference Example 81(1) to give methyl 
traiis^[N-(tert-butoxycaibonyl)-N-emylammo]cyclohexanecaib (258.4 mg, 

yield; 14 %) as a colorless oil. MS (APCI) m/z; 303 pVB-NEUf 
Reference Example 248 

(1) To a solution of malononitrile (28.2 g) in methanol (30 mL) is added a 
suspension of acetoin (25 g) in methanol (30 mL) and thereto is added dropwise 
diethylamine (1 1 mL) under ice-cooling (internal temp.: 1 0°C). The mixture is stirred 
at room temperature for 3 hours. The reaction mixture is poured into ice water (300 
mL) and the precipitated crystals are collected by filtration to give 2-amino-4,5- 
dimerayl-3-furonitrile (28.91 g, yield; 75 %) as colorless crystals. 

(2) To a solution of the compound obtained in the above step (1) (13.6 g) in 
methylene chloride (200 mL) is added piperidine (18.9 g) and thereto is added dropwise 
a solution of ethyl chlorooxoacetate (16.3 g) in methylene chlorode (200 mL) under ice- 
cooling. The mixture is stirred at 0°C for 1.5 hours. The reaction mixture is diluted 
with chloroform (100 mL) and thereto is added water (300 mL). After stirring, the 
organic layer is separated and the aqueous layer is extracted with chloroform. The 
organic layers are combined and washed with saturated brine, dried over anhydrous 
sodium sulfate, and filtered. The filtrate is concentrated and the residue is purified by 
column chromatography on silica gel (Solvent; chloroform : ethyl acetate = 9 : 1) to 
give ethyl [(3-cyano-4,5-dimemylfuran-2-yl)amino](oxo)acetate (17 g, yield; 72 %) as a 
colorless powder. A mixture of formic acid (30 mL) and acetic anhydride (30 mL) is 
stirred at 60°C under argon gas atmosphere for 2 hours and thereto is added ethyl [(3- 
cyano-4,5-dimemylfuran-2-yl)aniino](oxo)acetate (7.07 g). The mixture is refluxed 
for 14 hours. The reaction mixture is concentrated and the residue is purified by 
column chromatography on silica gel (Solvent; chloroform : ethyl acetate = 9:1-* 
chloroform : methanol = 19 : 1) to give ethyl 5,6-dimemyl-4-oxo-3,4-(fihydrofuro[2,3- 
d]pyrimidine-2-carboxylate (4.30 g, yield; 61 %) as a colorless powder. M.p. 180 - 
182°C 

(3) The compound obtained in the above step (2) (2.36 g) is dissolved in N,N- 
dimethylformamide (60 mL) and thereto is added dimemyaminoethyl chloride 
hydrochloride (2.16 g) and potassium carbonate (4.14 g). The mixture is stirred at 
60°C for 14 hours. The reaction mixture is diluted with chloroform (50 mL) and 
thereto is added water (70 mL). After stirring, the organic layer is separated and the 
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aqueous layer is extracted with chloroform. The organic layers are combined and 
washed with saturated brine, dried over anhydrous sodium sulfate, and filtered. The 
filtrate is concentrated and the residue is purified by column chromatography on silica 
gel (Solvent; chloroform : ethyl acetate : methanol = 6:2:1). The resultant product is 

5 treated in the same manner as described in Example 5(2) to give ethyl 4-[2- 
(dimemylammo)emoxy]-5,6-toemylfuro[2,3-d]pyrim^ fumarate 
(780 mg, yield; 1 8 %) as a colorless powder. M.p. 173 - 174°C 

(4) The compound obtained in the above step (3) (1.44 g) is dissolved in 
ethanol (20 mL) and thereto is added 2N sodium hydroxide solution (2.34 mL). The 

10 mixture is stirred at room temperature for 2 hours. The reaction mixture is 
concentrated and to the residue is added diethyl ether. The resultant crystals are 
collected by filtration and purified by reverse phase column chromatography (HP-20 
column, Solvent; water : methanol - 1 : 0 -»• 1 : 1) to give 4-[2Kdimemylamino)- 
emoxy]-5,6-dimemylfuro[2,3-d]pvrimidine-2-carboxylic acid (970 mg, yield; 74 %) as 

15 a colorless powder. M.p. 179- 180°C 
Reference F vam ple 249 

(1) To a solution of 5-hydroxy-2-(hydroxymethyl)-4H-pyranone (1 g) in N,N- 
dimethylformamide (20 mL) is added potassium carbonate (1.95 g) and tert-butyl 
bromoacetate (1 .37 g) and the mixture is stirred at room temperature for 1 6 hours. The 

20 reaction mixture is diluted with tetrahydrofuran (10 mL), and thereto is added water and 
saturated brine. After stirring, the organic layer is separated and the aqueous layer is 
extracted with tetrahydrofuran. The organic layers are combined and washed with 
saturated brine, dried over anhydrous sodium sulfate, and filtered. The filtrate is 
concentrated and the residue is washed with diethyl ether and collected by filtration to 

25 give tert-butyl [[6-(hydroxymethyl)-4-oxo-4H-pyran-3-yl]oxy]acetate (1.49 g, yield; 
88 %) as a colorless powder. MS (ESI) m/z; 257 [M+H] + , M.p. 90 - 92°C 

(2) To a solution of the compound obtained in the above step (1) (50 g) in 
methylene chloride (600 mL) is added Dess-Martin periodinate (l,l,l-tris(acetyloxy)- 
l,l-dihydro-l^-benziodoxol-3(lH)-one, 91.04 g) and the mixture is stirred at room 

30 temperature for 5 days. The reaction mixture is filtered through Celite, and the filtrate 
is extracted with ethyl acetate and concentrated. The residue is washed with diethyl 
ether and collected by filtration to give tert-butyl [(6-formyl-4-oxo-4H-pyran-3-yl)- 
oxyjacetate (17.1 g, 34.5 %) as a brown powder. 

(3) The compound (2.0 g) obtained in the above step (2) is treated in the same 
35 manner as described in Example 6 to give tert-butyl [[4-oxo-6-[(l-pyrroUdinyl)memyl]- 
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4H-pyran-3-yl]oxy]acetate (1.06 g, yield; 44 %) as a yellow powder. MS (ESI) m/z; 

310 [M+H] + , M.p. 93 - 94°C 

(4) To a solution of the compound obtained in the above step (3) (700 mg) in 
methylene chloride (5 mL) is added trifluoroacetic acid (2.5 mL) at 0°C and the mixture 

5 is stirred at room temperature for 24 hours. The reaction mixture is concentrated and 
thereto is added ethyl acetate and water. After stirring, the aqueous layer is separated 
and washed with ethyl acetate again. The aqueous layer is lyophilized to give [[4-oxo- 
6-[(l-pyrroUdinyl)methyl]-4H-pyran-3-yl]oxy]acetic acid (820 mg, yield; 99 %) as a 
colorless powder. MS (ESI) m/z; 254 [M+H] + 

10 Reference Example 250 

(1) To a solution of tert-butyl [[4K)XO-6-[(l-pyrroUdinyl)methyl]-4H-pyran-3- 
yl]oxy]acetate (compound obtained in Reference Example 249(2), 12 g) in toluene is 
added (l-methoxycarbonylmethylidene)triphenylphosphoran (17.36 g) and the mixture 
is stirred at 60°C for 3 hours. The reaction mixture is concentrated and the residue is 

1 5 purified by flash column chromatography on silica gel (Solvent; n-hexane : ethyl acetate 
= 1 : 1) to give tert-butyl [2-[(lE)-2-(methoxycarbonyl)vinyl]-4-oxo-4H-pyran-3-yl]- 
oxyacetate (10.99 g, yield; 75 %) as colorless crystals. MS (ESI) m/z; 311 [M+H] + , 
M.p. 115 - 116°C 

(2) To a solution of the compound obtained in the above step (1) (8.83 g) in 
20 tetrahydrofuran (100 mL) is added water (100 mL) and 2N sodium hydroxide solution 

(20.1 mL) and the mixture is stirred at room temperature for 4 hours. After addition of 
HC1 (23 mL), the reaction mixture is concentrated and the residue (1.0 g) is dissolved in 
N,N-dimethylformamide (7 mL). To the solution is added N-methylmorpholine (3 
mL) and polyphosphoric acid (3.9 mL) and the mixture is stirred at room temperature 

25 for 4 days. The reaction mixture is diluted with ethyl acetate and thereto is added a 
saturated sodium hydrogencarbonate solution and saturated brine. After stirring, the 
organic layer is separated and the aqueous layer is extracted with ethyl acetate. The 
organic layers are combined, washed with saturated brine, dried over anhydrous 
magnesium sulfate and filtered. The filtrate is concentrated and the residue is purified 

30 by flash column chromatography on silica gel (Solvent; chloroform : methanol = 19:1) 
to give tert-butyl [2-[(lE)-2-[(4-memylpiperazm-l-yl)carbonyl]vinyl]-4-oxo-4H-pyran- 
3-yl]oxyacetate (450 mg, yield; 35 %) as a yellow crystals. MS (ESI) m/z; 379 

[M+H] + , M.p. 124 - 125°C 

(3) To a solution of the compound obtained in the above step (2) (390 mg) in 
35 methylene chloride (5 mL) is added trifluoroacetic acid (2 mL) at 0°C and the mixture is 
stirred at room temperature for 5 hours. The reaction mixture is concentrated and 
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thereto is added water. The solution is lyophilized to give [2-[(lE)-2-[(4-methyl- 
piperazm-l-yl)c>arbonyl]vmyl]-^ acid (330 mg, yield; 

73 %) as a colorless powder. MS (ESI) m/z; 323 [M+H] + 
Reference Example 251 

(1) Tert butyl 4-fluoro-3-methylbenzoate (4 g) is treated in the same manner as 
described in Reference Example 1(1) to give tert-butyl 4<[2Kdimethylamino)ethyl]- 
amino]-3-methylbenzoate (1 .3 g, yield; 24 %) as an oil. MS (APC1) m/z; 279 [M+Hf 

(2) To a solution of the compound obtained in the above step (1) (1.3 g) in 
dioxane (5 mL) is added 4N HCl-dioxane (5 mL) and 5N HC1 (3 mL) and the mixture is 
stirred at 60°C for 10 minutes. After cooling, the reaction mixture is concentrated in 
vacuo, and the residue is dissolved in water and lyophilized to give 4-[[2- 
(dimemylammo)emyl]amino]-3-methylbenzoate dihydrochloride (1.35 g, yield; 98 %) 
as an amorphous powder. MS (APCI) m/z; 223 [M+H] + 

Reference Example 252 

(1) A mixture of ethyl 4,4,4-trifluoroacetoacetate (23.1 g), urea (7.54 g) and 
ethyl orthoformate (18.6 g) is stirred at 130°C under argon gas atmosphere for 1.5 
hours. To the reaction mixture is added xylene (100 mL) and the mixture is stirred at 
140°C for 17 hours. The reaction mixture is evaporated to remove solvent and the 
residue is diluted with methanol. The solution is treated with an activated carbon 
powder, concentrated in vacuo, and triturated in diisopropylether to give ethyl 2- 
hydroxy-4-trifluoromemyl-5-pyrimidinecarboxylate (20.3 g, yield; 69 %) as crystals. 
MS (ESI) m/z; 235 [M-H]" 

(2) A solution of the compound obtained in the above step (1) (5.0 g) in 
phosphorus oxychloride (30 mL) is refluxed under heating for 2 hours. The reaction 
mixture is poured into water with ice and extracted with chloroform. The extract is 
washed with saturated brine, dried over anhydrous sodium sulfate and concentrated in 
vacuo. The residue is purified by column chromatography on silica gel (Solvent; n- 
hexane : ethyl acetate = 5:1) to give ethyl 2-chloro-4-trifluoromethyl-5- 
pyrimidinecarboxylate (4.3 g, yield; 80 %) as an oil. MS(GC-EI)m/z; 254 [M*] 

(3) To a solution of the compound obtained in the above step (2) (500 mg) in 
tetrahydrofuran (3 mL) is added a solution of N^^-trimemylemylenediamine (421 
mg) in tetrahydrofuran (2 mL) under argon gas atmosphere and the mixture is stirred at 
room temperature for 1 hour. The reaction mixture is diluted with ethyl acetate, 
washed successively with a saturated sodium hydrogencarbonate solution, water, and 
saturated brine. The organic layer is dried over anhydrous sodium sulfate and 
concentrated in vacuo. The residue is purified by column chromatography on silica 
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gel (Solvent; chloroform : methanol = 100 : 0 -* 50 : 1) to give ethyl 2-[N-methyl-N-[2- 
(dmiemylanimo)emyl]ammo]-4-trifluoromemyl-5-pyr^ (540 mg, 

yield; 77 %) as an oil. MS (APC1) m/z; 321 [M+H] + 
Reference Example 253 
5 To a solution of the compound obtained in Reference Example 86(1) (500 mg) 

in 1,2-dichloroethane (10 mL) is added Memylamine (665 uL), propionaldehyde (688 
uL), sodium triacetoxyborohydride (1.68 g), and acetic acid (546 uL) under ice-cooling. 
The mixture is stirred at room temperature for 3 days. The reaction mixture is diluted 
with chloroform and thereto is added a saturated sodium hydrogencarbonate solution. 
10 The mixture is extracted with chloroform and the extract is concentrated in vacuo. The 
residue is dissolved in chloroform (6 mL) and thereto is added a solution of di-tert-butyl 
dicarbonate (690 mg) in chloroform (2 mL) under ice-cooling, and the mixture is stirred 
at room temperature for 2 hours. The reaction mixture is concentrated in vacuo and 
the residue is purified by column chromatography on silica gel (Solvent; chloroform : 
15 methanol = 100 : 0 -+ 90 : 10) to give methyl trans-4-(mpropylarnino)cyclohexane- 
carboxylate (600 mg, yield; 78 %) as an oil. MS (APC1) m/z; 242 [M+H] + 
Reference Example 254 

(1) To a solution of methyl 4-(3-hydroxy-l-propinyl)benzoate (2 g) in methanol 
(32 mL) is added Lindlar catalyst (238 mg) and the mixture is stirred under hydrogen 

20 gas atmosphere at room temperature for 18 hours. To the reaction mixture is added 
Lindlar catalyst (90 mg) and the mixture is stirred for 1 hour. The reaction mixture is 
filtered to remove insoluble materials through Celite. The filtrate is concentrated in 
vacuo and the residue is purified by column chromatography on silica gel (Solvent; n- 
hexane : ethyl acetate = 100 : 0 -* 50 : 50) to give methyl 4-(3-hydroxy-l-propenyl)- 

25 benzoate (1 .5 g, yield; 75 %) as an amorphous powder. MS (APC1) m/z; 175 [M+H- 
H 2 0] + 

(2) To a solution of the compound obtained in the above step (1) (200 mg) in 
tetrahydrofuran (4 mL) is added triemylamine (218 uL) and methanesulfonyl chloride 
(105 uL) under ice-cooling and the mixture is stirred for 30 minutes. The reaction 

30 mixture is diluted with ethyl acetate and thereto is added 10 % citric acid solution. 
The mixture is extracted with ethyl acetate and the extract is washed successively with 
water and saturated brine, dried over anhydrous sodium sulfate, and concentrated in 
vacuo. To the residue is dissolved in dimethylformamide (2 mL) and thereto is added 
2M dimemylamme/tetrahydrofuran (2 mL). The mixture is stirred at room 

35 temperature for 2 days. The reaction mixture is diluted with ethyl acetate, washed 
with a saturated sodium hydrogencarbonate solution, and concentrated in vacuo. The 
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residue purified by column chromatography on silica gel (Solvent; chloroform : 
melhanol = 100 : 0 90 : 10) to give methyl 4-[3<dimethylamino)-l-propenyl]- 
benzoate (198 mg, yield; 87 %) as an oil. MS (APCI) m/z; 220 [M+H] + 
Reference E xample 255 

5 To a solution of methyl 4-(3-tosyloxypropyl)benzoate (500 mg) in dimethyl- 

formamide (3 mL) is added 2M dimethylamine solution in tetrahydrofuran (2.2 mL) and 
the mixture is stirred at 50°C for 15 hours. The reaction mixture is diluted with ethyl 
acetate, washed with a saturated sodium hydrogencarbonate solution and concentrated 
in vacuo. The residue is purified by column chromatography on silica gel (Solvent; 

10 chloroform : methanol = 100 : 0 -+ 90 : 10) to give methyl 4-[3-(dimethylamino)- 
propyl]benzoate (357 mg, yield; quantitative) as an oil. MS (APCI) m/z; 222 PVE+Hf 
Reference Ex ample 256 

Methyl 4-(3-hydroxy-l-propynyl)benzoate is treated in the same manner as 
described in Reference Example 254(2) to give methyl 4-[3-(l-pyrrolidinyl)-l- 

15 propynyl]benzoate (463 mg, yield; 91 %) as an oil. MS (APCI) m/z; 244 [M+H] + 
Reference Example 257 

Tert-butyl 4-fluorobenzoate is treated in the same manner as described in 
Reference Example 251 to give 4-[2Kdimemylanmio)emyl]aminobenzoic acid 
dihydrochloride as an amorphous powder. MS (APCI) m/z; 209 [M+H] + 
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Reference Tfram ples 258 to 303 

The corresponding materials are treated in the same manner as described in 
either one of the aforementioned Reference Examples to give the compounds as shown 
in the following Table 39. 



Table 39 (No. 1) 



''COOR 




R' 


R 


Physicochemical properties etc. 


258* 




H 


amorphous powder 
MS CAPCD 198 IM+H1+ 


259 




Me 


oil 

MS (APCI) 255 [M+H]+ 


260 


Me 

Me' Me 


Me 


oil 

MS (APCI) 228 [M+H]+ 


261 




Me 


oil 

MS (APCI) 226 [M+H]+ 


262 


Et 2 N 


Me 


oil 

MS (APCI) 228 [M+H]+ 


263 


Me 


Me 


oil 

MS (APCI) 244 [M+H]+ 


264 


Boc. N xO 

f 


Me 


amorphous powder 
MS (APCI) 326 [M+H]+ 


265 


Me 

Boc. N A Me 
¥ 


Me 


amorphous powder 
MS (APCI) 300 [M+H]+ 


266 


Boc^ Kl .n-Pr 
7 


Me 


amorphous powder 
MS (APCI) 300 [M+EQ+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, n-Pr: n-propyl group, 
Boc: tert-butoxycarbonyl group 
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Table 39 (No. 2) 



R 'xx 


RefExNos 


R' 


Physicochemical properties etc. 


267 


MeN-^ 


oil 

MS (APCI) 269 [M+H]+ 


268 


Me . 


oil 

MS (APCI) 297 [M+H]+ 


269 


Me 

i 

Me' N ^ v N w,/ - 
, Me 


oil 

MS (APCI) 257 [M+H]+ 


270 


t 

Me 


oil 

MS (APCI) 291 [M+H]+ 


271 


°K>'-. 

H 2 N W 


amorphous powder 
MS (APCI) 283 [M+H]+ 


272 




amorphous powder 
MS (APCI) 226 [M+H]+ 


273 




oil 

MS (APCI) 242 [M+H]+ 


274 




oil 

MS (APCI) 240 [M+H]+ 



Me: methyl group 
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Table 39 (No. 3) 



^^COOR 


Ref.Ex.Nos. 


R' 


R 


Physicochemical properties etc. 


275 


r 

Et^ N% Boc 


Me 


amorphous powder 
MS (APCD 331 [M+H]+ 


276 


Me § 
Me 2 N A j //v N Me 
Me 1 


t-Bu 


amorphous powder 
MS (APCD 349 [M+H]+ 


277 


Me j? 
MeaN^t^N-^V 
Me 1 v 


t-Bu 


amorphous powder 
MS (APCD 375 [M+H]+ 



*: hydrochloride 

Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 



Table 39 (No. 4) 



Me R' 
Me 2 N v^v^-N vy^s^ 

o 


Ref.Ex.Nos. 


R' 


Physicochemical properties etc. 


278 


O 

(E)- ^ X 


amorphous powder 
MS (APCD 375 [M+H]+ 


279 


Q~{ 


amorphous powder 
MS (APC1) 401 [M+H]+ 


280 




amorphous powder 
MS (APCD 361 [M+H]+ 


281 


n-Pr 


amorphous powder 
MS (APCD 349 [M+H]+ 


282 


i-Bu 


amorphous powder 
MS (APCD 363 [M+H]+ 



Me: methyl group, n-Pr: n-propyl group, i-Bu: isobutyl group, 
t-Bu: tert-butyl group 
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•Bible 39 (No. 5) 







^OMe 


Ref.Ex.Nos. 




Physicochemical properties etc. 


283 


/ — V / 

HN^jHO 
Boc 


Vvrrvrxm oil 

MS (APCI) 367 [M+NH4]+ 


284 


,Boc 

Me HN 


brown oil 

IVIo V/** *-"-v ^^37 |±VX » ±NA±4 J i 


285 


Et 

Et' \=/ 


am rvrnh cw i q nnwfler 

MS (APCI) 248 [M+H]+ 


286 


(Z) -0-w 


amorphous powder 
MS (APCI) 246 [M+H]+ 


287 


1 

Et 


amorphous powder 
MS (APCI) 249 [M+H]+ 


288 




amorphous powder 
MS (APCI) 248 [M+H]+ 


289 


Me 


amorphous powder 
MS (APCI) 208 [M+H]+ 



Me: methyl group, Et: ethyl group, Bzl: benzyl group, 
Boc: tert-butoxycarbonyl group 
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Table 39 (No. 6) 





Br 


^OMe 
0 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


290 


Me2N- 


amorphous powder 
MS(APC1) 350/352 [M+H]+ 


291 


EtzN- 


amorphous powder 
MS (APCI) 378/380 [M+H]+ 


292 


r> 


amorphous powder 
MS (APCI) 376/378 [M+H]+ 


Me: methyl group, Et: ethyl group 






Table 39 (No. 7) 




R 


V°-t-Bu 




Me 


O 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


293 




amorphous powder 
MS (APCI) 319 [M+H]+ 


294 


Me 


amorphous powder 
MS (APCI) 279 [M+H]+ 


295 


Et 


amorphous powder 
MS (APCI) 293 [M+H]+ 



5 



Me: methyl group, Et: ethyl group 
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Table 39 (No. 8) 



o 


Ref.Ex.Nos. 


R' 


R" 


Physicochemical properties etc. 


296 


Et 2 N- 


Me 


amorphous powder 
MS (APCI) 293 [M+H]+ 


297 


Me 


Or 


amorphous powder 
MS (APCI) 369 [M+H]+ 


298 






amorphous powder 
MS (APCI) 395 [M+H]+ 


299 


(X" 


0^ 


oil 

MS (APCI) 409 [M+H]+ 



Me: methyl group, Et: ethyl group 



Table 39 (No. 9) 



%_ N <-0- NMe2 

VoEt 

o 


Ref.Ex.Nos. 


R' 


Physicochemical properties etc. 


300 


o- 


oil 

MS (APCI) 410 [M+H]+ 


301 


/ — V 

0 v_y N " 


oil 

MS (APCI) 426 [M+HQ+ 


302 


Me 


oil 

MS (APCI) 398 [M+H]+ 


303 




oil 

MS (APCI) 424 [M+H]+ 



5 Me: methyl group, Et: ethyl group 

Reference Ex ample 304 

(1) To a solution of 6H5xo-l,4,5,6-tetrahyd^opyridazine-3-carboxyUc acid (20 
g) in acetic acid (50 mL) is added 25 % hydrobromic acid/acetic acid (200 mL) and 
thereto is added dropwise dimethylsulfoxide (22.0 g) at room temperature. The 
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mixture is stirred at room temperature for 3 days. The resultant precipitates are 
collected by filtration, washed successively with acetic acid and water and dried at 40°C 
overnight to give 6-oxo-l,6-dmydropyridazme-3-au:boxylic acid (10.55 g, yield; 54 %) 
as colorless crystals. MS (ESI) m/z: 1 39 [M-H]- 
5 (2) To a solution of the compound obtained in the above step (1) (1.0 g) in toluene (5 
mL) is added tbionyl chloride (3 mL) and two drops of dimethylformamide under ice- 
cooling, and the mixture is stirred at 80°C for 3 hours. After cooling, the reaction 
mixture is concentrated and to the residue is added ether. The resultant crystals are 
collected by filtration, washed with ether and dried to give ethyl 6-chloro-l,6- 
10 dihydropyridazine-3-carboxylate (813 mg, yield; 61 %) as a colorless powder. MS 
(APCl)m/z: 187/189 [M+H]+ 
Reference Example 305 

To a solution of ethyl 4-cyclohexanonecarboxylate (5 g), N,N-dimethyl- 
ethylene-1 ^-diamine (6.45 mL) and acetic acid (3.36 mL) in chloroform (50 mL) is 
15 added sodium triacetoxyborohydride (9.8 g) under ice-cooling and the mixture is stirred 
at room temperature overnight. To the reaction mixture is added a saturated sodium 
hydrogencarbonate solution. After stirring, the mixture is basified with potassium 
carbonate and extracted with chloroform (x 2). The extract is dried and concentrated 
in vacuo. The resultant crude product is purified by flash column chromatography on 
20 silica gel (Biotage, Flash 75M, solvent; chloroform/methanol/aqueous ammonia = 19 : 
1 : 0.3) to give ethyl 4-(2-(limemylammoemylamino)cyclohexanecarboxylate (a mixture 
of cis- and trans-isomer, 6.63 g, yield; 94 %) as an oil. MS (APC1) m/z: 243 [M+Hj+ 
Reference Example 306 

The corresponding compounds are treated in the same manner as described in 
25 Reference Example 242 to give ethyl 4-(3-dimemylammo-2,2-<iimethylpropoxy)-3- 
hydroxybenzoate (MS (APC1) m/z: 296 [M+H]+). To a solution of the compound (80 
mg) in dimethylformamide (1.5 mL) is added sodium hydride (60 % dispersion in 
mineral oil, 22.7 mg) and the mixture is stirred for 20 minutes. To the mixture is 
added 4-(2-chloroethyl)morpholine hydrochloride (55.4 mg) and the mixture is stirred at 
30 room temperature for one day. The reaction mixture is diluted with water and 
extracted with chloroform (x 3). The extract is concentrated in vacuo and the resultant 
product is purified by flash column chromatography on NH-silica gel (solvent; ethyl 
acetate/n-hexane = 5 : 95 -»• 25 : 75) to give ethyl 4-(3-dimemylammo-2^-dimethyl- 
propoxy)-3-(2-morpholin-4-iyethoxy)benzoate (53 mg, yield; 70 %) as an oil. MS 
35 (APCI) m/z: 409 [M+H]+ 
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Reference Example 307 

To a solution of methyl 6-cMoronicotinate (10 g) in N^ST-dimethylsulfoxide (15 
mL) is added N,N-dimemylethylenedianiine (10 mL) and the mixture is stirred at 75°C 
overnight The reaction mixture is diluted with water and extracted with ethyl acetate. 
5 The extract is concentrated in vacuo and the resultant product is purified by flash 
column chromatography on NH-silica gel (solvent; n-hexane/ethyl acetate = 1 : 1) to 
give methyl 6-[(2-dimetmarnmo)ethyl]aminonicotinate (4.09 g, yield; 31 %) as a yellow 
liquid. MS (APCI) m/z: 224 [M+H]+ 
Reference Example 308 

10 (1) To a suspension of 1 -amino-2-methyl-2-propanethiol hydrochloride (75 mg) 

in N,N-dimemylfomamide (2 mL) is added sodium hydride (60 % dispersion in 
mineral oil, 50 mg) and the mixture is stirred at room temperature for 30 minutes. To 
the mixture is added tert-butyl 4-fluorobenzoate (50 mg) and the mixture is stirred at 
70°C for 4 hours. The reaction mixture is diluted with water and extracted with ethyl 

15 acetate. The extract is concentrated in vacuo and the resultant product is purified by 
flash column chromatography on NH-silica gel (solvent; ethyl acetate) to give tert-butyl 
4-[(2-animo-l,l-dimethylethyl)thio]benzoate (54 mg, yield; 75 %) as a colorless oil. 

MS (APCI) m/z: 282 [M+H]+ 

(2) The compound obtained in the above step (1) (59 mg) is treated in the same 
20 manner as described in Example 618 (1) to give tert-butyl 4-[(2-dimethylamino-l,l- 
dimethylethyl)thio]benzoate (40 mg, yield; 62 %) as a yellow oil. MS (APCI) m/z: 
310 [M+H]+ 
Reference Example 309 

(1) To a solution of 4-mercaptobenzoic acid (1.5 g) in methanol (20 mL) is 
25 added cone, sulfuric acid (0.5 mL) and the mixture is refluxed under heating overnight. 
The reaction mixture is evaporated to remove solvent and the residue is neutralized with 
a saturated sodium hydrogencarbonate solution. The mixture is extracted with ethyl 
acetate and the extract is concentrated in vacuo to give methyl 4-mercaptobenzoate (1.6 
g, yield; 99 %) as a colorless oil. MS (APCI) m/z: 1 67 [M-H]- 
30 (2) The compound obtained in the above step (1) (50 mg) is treated in the same 

manner as described in Example 381 to give methyl 4-[(3-dimethylamino-2,2- 
dimethylpropyl)thio]benzoate (58 mg, yield; 69 %) as a brown oil. MS (APCI) m/z: 
282 [M+H]+ 
Reference Example 310 

35 (l) To a solution of dielhanolamine (5.0 g) and sodium carbonate (5.5 g) in 

water (25 mL) is added portionwise 2-nitrobenezenesulfonyl chloride (10.5 g) at 65°C 
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and the mixture is stirred at 90°C for 3 hours. The reaction mixture is diluted with 
water and extracted with ethyl acetate. The extract is concentrated in vacuo and to the 
residue is added thionyl chloride (10 mL). The mixture is stirred at 90°C for 2 hours. 
The reaction mixture is poured into water and the mixture is extracted with chloroform. 

5 The extract is concentrated in vacuo and the residue is purified by flash column 
chromatography on silica gel (solvent; n-hexane/ethyl acetate = 4 : 1) to give NJST-4i-(2- 
chloroethyl)-2-nitrobenzenesulfonamide (7.1 g, yield; 46 %) as a yellow liquid. MS 
(APCI) m/z: 327/329 [M+H]+ 

(2) The compound obtained in the above step (1) (2.0 g) and methyl trans-4- 

10 aminocyclohexanecarboxylate (1.0 g) are treated in the same manner as described in 
Example 434 (1) to give methyl trans-4-[4-(2-nitrobenzenesulfonyl)piperazin-l-yl]- 
cyclohexanecarboxylate (1.29 g, yield; 61 %) as a yellow oil. MS (APCI) m/z: 412 
[M+H]+ 

Reference Example 311 

1 5 Methyl trans-4-[>Ktert-butoxycarbon 

cyclohexanecarboxylate (compound obtained in Reference Example 114, 2.0 g) is 
treated in the same manner as described in Example 404 (2) to give methyl trans-4-[N- 
[2-(dimethylaniino)etliyl]amino]cyclohexanecarboxylate (1.5 g, yield; 82 %) as 
colorless crystals. MS (APCI) m/z: 229 [M+H]+ 

20 Reference Example 312 

The corresponding compounds are treated in the same manner as described in 
Reference Example 256 to give methyl 4-[3-(methylainino)-l-propynyl]benzoate. To 
a solution of the compound (227 mg) in chloroform (4 mL) is added di-tert-butyl 
dicarbonate under ice-cooling and the mixture is stirred at room temperature overnight. 

25 The reaction mixture is concentrated in vacuo and the resultant product is purified by 
column chromatography on silica gel (solvent; n-hexane/ethyl acetate = 8 : 1) to give 
methyl 4-[3-(N-methy-N-tert-butoxycarbonylamino)-l -propynyl]benzoate (225 mg, 
yield; 86 %) as colorless crystals. MS (APCI) m/z: 321 [M+NH4]+ 
Reference Example 313 

30 The corresponding compounds are treated in the same manner as described in 

Reference Example 254 to give methyl 4-[3-(methylamino)-cis-l-propenyl]benzoate 
and then the compound (135 mg) is treated in the same manner as described in 
Reference Example 312 to give methyl 4-[3-(N-methy-N-tert-butoxycaibonylamino)-l- 
propenyl]benzoate (135 mg, yield; 86 %) as colorless crystals. MS (APCI) m/z: 323 

35 [M+NH4]+ 
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Reference Fxam ple 314 

The corresponding compounds are treated in the same manner as described in 
Reference Example 255 to give methyl 4<3-(me1hylamino)propyl]benzoate and then 
the compound (117 mg) is treated in the same manner as described in Reference 
Example 312 to give methyl 4-[3-(N-memy-N-tert-butoxycarbonylamino)propyl]- 
benzoate (123 mg, yield; 90 %) as colorless crystals. MS (APCI) m/z: 325 |M+NH4]+ 
Reference Examples 315 to 355 

The corresponding materials are treated in the same manner as described in 
either one of the aforementioned Reference Examples to give the compounds as shown 
in the following Table 40. 



Table 40 (No. 1) 



R-^^— COOMe 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


315 


Boc 


colorless crystals 
MS (APCI) 337 [M+NBU]+ 


316 


Boc 


colorless crystals . 
MS (APCI) 339 [M+NH4]+ 


317 


Boc 


colorless crystals 
MS (APCI) 335 [M+NH4]+ 



Me: methyl group, Boc: tert-butoxycarbonyl group 
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Table 40 (No. 2) 





Me Me 


1 ' 1 
A^OEt 

O 


Ref.Ex.Nos.. 


R 


Physicochemical properties etc. 


318 


ivie 


oil 

MS (APC1) 395 [M+H]+ 


319 


Mo 


oil 

A/T<5 fAPCTl 367 rM+Hi+ 


320 


Me 

Me^N""^ 0 ^ 
Me^Me 


oil 

MS (APCI) 423 [M+H]+ 


321 




oil 

MS (APCI) 393 [M+H]+ 


322 




oil 

MS (APCI) 407 [M+H]+ 


323 


Me 


oil 

MS (APCI) 381 [M+H]+ 



Me: methyl group 



Table 40 (No. 3) 







Me^^Me 
J 




Me 




O 


Ref.Ex.Nos. 


R" 


Physicochemical properties etc. 


324 


Et 


oil 

MS (APCI) 325 [M+H]+ 



5 Me: methyl group, Et: ethyl group 
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Table 40 (No. 4) 





Ref.Ex.Nos. 


R 


R" 


Physicochemical properties etc. 


325 


Me 


Et 


amorphous powder 
MS (APCI) 305 [M+H]+ 


326 


-< 


Et 


oil 

MS (APCI) 331 [M+H]+ 


327 




Et 


amorphous powder 
MS (APCI) 357 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 40 (No. 5) 



/"' \ / ■ COOMe 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


328 


Me^ 


oU 

MS (ESI) 244 [M+H]+ 


329 


o 


oil 

MS (ESI) 268 [M+H]+ 


330 


Me Me 


oil 

MS (ESI) 268 [M+H]+ 


331 


HO-^Yl- 


oil 

MS (ESI) 256 [M+H]+ 


332 


o 


oil 

MS (ESI) 254 [M+H]+ 


333 


Me Me 
Me N Me 


oil 

MS (ESI) 256 [M+H]+ 


334 


Me>^Me 


oil 

MS (ESI) 304 [M+H]+ 


335 


1 


oil 

MS (ESI) 270 [M+H]+ 


336 


Me^Me 
Me^N^ 


oil 

MS (ESI) 242 [M+H]+ 


337 


OMe 

s 


oil 

MS (ESI) 288 [M+H]+ 


338 




oil 

MS (ESI) 258 [M+H]+ 



Me: methyl group 
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Table 40 (No. 6) 



/" COOMe 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 


339 


N Me 
I 


oil 

MS (ESI) 242 [M+H]+ 


^40 


Me y-^ 

\ — M M — 


oil 

MS (ESI) 283 [M+H]+ 


341 


N Me 


oil 

MS (ESI) 256 [M+H]+ 


342 


Me 


oil 

MS (ESI) 270 [M+H]+ 


343 


Me Me 
MeO-Y_ >-Me 

N \ 


oil 

MS (ESI) 286 [M+H]+ 


344 


Me 


oil 

MS (ESI) 283 [M+H]+ 


345 


CO- 


oil 

MS (ESI) 274 [M+H]+ 


346 


EtO-^ / \ 
^ — N N— 
\ / 


oil 

MS(ESI)313[M+H]+ 


347 


Me 


oil 

MS (ESI) 269 [M+H]+ 


348 


Me 
Me f 
HO^ N A Me 

Me I 


oil 

MS (ESI) 286 [M+H]+ 


349 


Me 

Ha ~^W*Me 
I 


oil 

MS (ESI) 272 [M+H]+ 



Me: methyl group, Et: ethyl group 
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Table 40 (No. 7) 



^^COO-t-Bu 


Ref.Ex.Nos. 


R 


Physicochemical properties etc. 




4- Dii 


oil 

MS (ESI) 389 [M+H]+ 


351 


MeO^- 


oil 

MS (ESI) 377 [M+H]+ 


352 


G- 


oil 

MS (ESI) 399 [M+H]+ 


353 


Me 


oil 

MS (ESI) 347 [M+H]+ 


354 




oil 

MS (ESI) 373 [M+H]+ 


355 




oil 

MS (ESI) 373 [M+H]+ 



Me: methyl group, t-Bu: tert-butyl group 
Reference Examples 356 to 357 

The corresponding materials are treated in the same maimer as described in 
5 either one of the aforementioned Reference Examples to give the compounds as shown 
in the following Table 41 . 

Table 41 



R^OOR" 


Ref.Ex 
.Nos. 


R 1 


R" 


Physicochemical properties etc. 


356 




t-Bu 


oil 

MS (APCI) 305 [M+H]+ 


357 




Et 


oil 

MS (APCI) 263 [M+H]+ 



Me: methyl group, Et: ethyl group, t-Bu: tert-butyl group 



